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ABSTRACTS OF WORLD MEDICINE 


JANUARY, 1947 


In time of peace no systematic attempt has 
hitherto been made in Great Britain to provide 
the medical profession in this and in other 
countries with a survey of the world’s medical 
periodicals by means of abstracts. During the 
wars of 1914-18 and 1939-45 the Medical Re- 
search Council published journals of abstracts 
to meet the need of British doctors for an up- 
to-date information service. The conspicuous 
success of the Medical Research Council’s 
Bulletin of War Medicine in the recent war 
encouraged the British Medical Association to 
make an effort to continue this work when it 
was known that the Bulletin would cease publica- 
tion in 1946. 

In 1940 the British Medical Association 
started, in conjunction with the Ministry of 
Information, a medical information service for 
foreign countries which took the form of the 
monthly despatch to foreign medical journals of 
abstracts of articles from current British medical 
literature. This work, begun in the Editorial 
Department of the British Medical Journal, was 
subsequently taken over by the British Council, 
which now issues the British Medical Bulletin 
from its Medical Department. 

The first number of Abstracts of World 
Medicine, and of its companion volume Abstracts 
of World Surgery, Obstetrics, and Gynaecology, 
in 1947 is therefore a continuation of the work 
started on a modest scale in 1940 and moulded 
by the example set during the war years by the 
Bulletin of War Medicine. When the plans for 


an abstracting service were being formed there 
was much discussion on the merits of different 
methods of presenting abstracts to the medical 


reader in a way that would be of most service to 
him. 


The plan of abstracting all articles of all 


Foreword 


medical journals was rejected as impracticable: 
the number now being published is formidable. 
Not only was there this quantitative difficulty but 
there was also the fact that medical periodicals 
and articles vary widely in merit. It was there- 
fore decided, first, to make a selection of periodi- 
cals to be surveyed in the abstracting service, 
and already over a thousand have been chosen. 
Secondly, it was considered desirable to select 
for abstracting those articles judged to be of 
most interest and use to medical readers. 

On this basis of selection it is possible to 
publish abstracts of such a length as to give the 
reader enough information for him to decide 
whether he should read the article in full. It 
was thought, too, that, at a time when medicine 
is being broken down into an increasing number 
of specialties, there was a need for integration 
of knowledge through the kind of information 
service we are attempting to provide readers 
by means of two comprehensive abstracting 
journals. 

Abstracts of World Medicine makes its first 
appearance this month under the general direc- 
tion of the Editor of the British Medical Journal 
and under the special direction of the Editor of 
Abstracts, Dr. G. M. Findlay, and the Assistant 
Editor, Dr. S. S. B. Gilder, assisted by an expert 
staff and a panel of advisers. The journal is 
being published at a time when paper is still in 
short supply and the printing trade is still grap- 
pling with the difficulties of post-war reconstruc- 
tion. Nothing newborn is perfectly balanced 
and co-ordinated, and the Editors would claim 
no such perfection for the first issue of this 
journal. Time and experience and, it is hoped, 
friendly criticism will be reflected in the contents 
and arrangements of future issues. 


Yd 
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WORLD HEALTH 


1. The World Health Organization of the Future 
J. H. Doutt. Canadian Journal of Public Health (Canad. 
J. publ. Hith| 37, 220-226, June, 1946. 1 fig. 


The ultimate objective of world public health is to 
bring to everyone an equal opportunity to attain physical 
and mental health regardless of nationality, race, or 
economic status. In the past only a limited number of 
health problems have been recognized as international! 
by sanitary conventions dealing with the spread of 
certain infectious diseases through maritime or aerial 
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World Health Organization must be composed of the 
leading health administrators of the world. Advisory 
committees or commissions should be established in 
techuical fields when necessary. The organization must 
appoint its chief executive from among available world 
leaders in the health field. It must be competent to vote 
its own budget and should have authority to require 
reports from Governments on public health conditions 
and on the action taken following its recommendations, 
It must also have authority to adopt international 
standards for drugs and biological products and to make 
technical changes in sanitary conventions. Five- or 
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commerce and by the establishment of international 
standards of potency for drugs and bdiological products. 
The Office International d’Hygi¢ne Publique was estab- 
lished under the Rome Agreement of 1907 to perform 
duties under international sanitary conventions but could 
not be fused with the Health Organization of the League 
of Nations because all nations were not members of the 
League. These two organizations, the health responsi- 
bilities of Unrra, the Pan-American Sanitary Bureau, 
and voluntary agencies such as the Rockefeller Founda- 


tion, must all be effectively integrated into the World 


Health Organization. The relation of this health organi- 
zation to the general United Nations Organization is 
shown in the diagram. The governing body of the 


ten-year programmes are suggested for the elimination 
of certain major infections such as smallpox, diphtheria, 
malaria, tuberculosis, yellow fever, gonorrhoea, and 
syphilis, together with a combined attack on deficiency 
diseases, such as rickets, beriberi, and pellagra. 

G. M. Findlay 


2. Charter for World Health 
T. PARRAN. Journal of the American Medical Association 
[J. Amer. med. Ass.] 131, 1207-1208, Aug. 10, 1946. 


The closing address by the Surgeon-General of the 
United States Public Health Service in his capacity as 
President of the International Health Conference held in 
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New York in July, 1946, briefly traces the foundation of 
the World Health Organization to the work of the 
Economic and Social Council of the United Nations 
Organization. The broad purpose of the World Health 
Organization is the attainment by all peoples of the 
highest possible level of health and well-being. The 
fundamental freedoms can be realized only when people 
are healthy and well nourished. The World Health 
Organization will be the directing and co-ordinating 
agency to provide information, leadership, and assistance 
in every phase of health work; it not only will aid in 
disseminating and applying all the scientific knowledge 
we now possess to prevent disease and promote health, 
but will encourage and conduct scientific research to forge 
more effective tools. It will thus contribute to the 
harmony of human relations and will be a powerful 
instrument for peace. G. M. Findlay 


PUBLIC HEALTH 


3. Rehabilitation of Problem Families 
S. W. SAavAGce. Journal of the Royal Sanitary Institute 
[J. R. sanit. Inst.] 66, 337-343, Aug., 1946. 


In Herefordshire a systematic investigation of an area 
with a population of 90,800 has been made; 89 problem 
families were found with 333 pre-school and school 
children. 

Not all problem families are due to mental deficiency. 
It is suggested that the first step in rehabilitating one of 
these families is to carry out an intelligence test on the 
mother, and, if possible, on the father as well. In the 
investigation referred to only 30% of the mothers were 
found to be intellectually defective; the remaining 70% 
were therefore presumably educable. In answering the 
question “* Why are they problem families?” it is pro- 
bable that a detailed psychological examination of each 
parent would reveal causes which are not apparent to the 
ordinary observer. Chronic ill-health is probably a 
secondary result and not a primary cause. Although we 
have to deal with a mental problem as well as a physical 
one, it is not possible to wait for a full psychological 
study before beginning work, but for some cases a 
psychiatrist’s advice should be available. In the mean- 
time the reports of health visitors, whose knowledge 
should enable them to make a shrewd guess of the under- 
lying causes of the situation, are of value. 

It is the intention in Herefordshire to appoint a trained 
domestic science worker, whose duty it will be to give 
the mothers intensive practical help and instruction in 
domestic management. For educable families material 
help is needed in the shape of housing, furniture, equip- 
ment, clothes, and food. It is suggested that all problem 
families should be registered with the local maternity and 
child welfare authority, and that this authority should 
have power to lend, give, or sell furniture and bedding to 
those who are registered. After minimum needs have 
been filled the mother would be encouraged to take an 
interest in home and family. Where the mother is 
mentally within the meaning of the Mental Deficiency 
Acts it is not possible to reclaim the families. When 
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enough homes for the children are available permission 
should be sought for the removal of the children under 
the Children’s Acts. Educationally retarded children in 
school should be carefully examined at the age of 16, 
and, if certifiable under the Mental Deficiency Acts, 
retained in institutions. The retention of all mentally 
deficient children at 16 would reduce problem families 
by about one third. Recommendations for a long- 
term policy are better educaticn in the home and schools, 
especially the teaching of domestic management and 
mothercraft, and a fuller general education. Such 
problem families as still come into being should be dealt 
with much earlier. The midwife and health visitor 
should be in a position to sum up the woman’s interest 
and capabilities by the time of her first pregnancy, and 
to take any necessary action then. J. Fanning 


4. Maisons de tolérance 

A. LE Troquer, P. H. TettGen, A. PHILip, and R. 
PriGENT. L’Hygiéne Sociale [Hyg. soc.] 19, 93, June, 
1946, 


The French Government by a law passed on April 13, 
1946, has taken steps to close all brothels in French 
territory. Each municipal authority is required to with- 
draw its authorization from all such houses by a date 
which varies according to the size of the community 
(up to 6 months from the date of promulgation for areas 
containing more than 20,000 inhabitants). There is to 
be no compensation, and licences to sell alcoholic liquors 
are also to be withdrawn from these houses. Procuring 
in any shape or form, or living upon the immoral earnings 
of a woman, is punishable by imprisonment up to 2 years 
and a substantial fine, and these penalties are greatly 
increased in circumstances such as when the accused 
is in a position of authority towards the victim or is 
employed to put down prostitution. Especially severe is 
the penalty for debauching minors. Ifa place of public 
entertainment is frequented for immoral purposes it may 
be closed and the proprietor or manager punished. This 
also applies to private dwellings. The registration of 
prostitutes is to cease forthwith and existing registers will 
be destroyed. S. S. B. Gilder . 


5. Nurseries and the Welfare of Children 
J. C. Spence. Journal of the Royal Sanitary Institute 
[J. R. sanit. Inst.] 66, 323-330, Aug., 1946. 


Some people have a well-established prejudice against 
public nurseries for their own children, and this preju- 
dice is not least among the medical profession. The 
prejudice of the majority of mothers against nurseries 
may possibly be explained on two grounds—the desire of 
warm-hearted women to have their youngest children 
near them in their own home, and the fear that illness or 
harm may befall the children in nurseries. When too 
many babies and young children from different families 
are congregated together they run greater risks to their 
physical health than they would in their homes, unless 
the latter are filthy and derelict. These risks are 
diarrhoeal diseases, respiratory illnesses, and other 
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infective disorders; the younger the child the greater this 
potential danger. The risk of infective illness in nurseries 
can be considerably diminished by care and precaution, 
but this entails an almost extravagant use of attendants, 
and in the end is never completely successful. Another 
matter which needs careful consideration is the harmful 
effect which segregating children of the same age group 
may have on their emotional and intellectual develop- 
ment. A child is not ready for communal life at the 
nursery age, and any attempt to force communal living 
on children before they are ready for it is harmful. 
Public nurseries, as we know them to-day, are not 
satisfactory places for the welfare of young children, and 
for mothers needing aid in the care of their children 
another method must be found. Nurseries for the home- 
less or neglected child, where they do exist, must be 
reformed. The best aid so far devised for a mother in 
the care of her children is the children’s nurse who lives 
with the family. Unfortunately, the day of the family 
children’s nurse is almost over, but in order to diminish 
the need for public nurseries we should arrange an aid 
to mothers in a form as near to this as possible. Sucha 
nurse should be based on one of a neighbouring group 
of houses, and, using that as her headquarters, she should 
take up to 4 or 5 children for a few hours a day. For 
those mothers who have to leave their children all day 
or for several days the first line of defence should be a 
‘neighbour or near relative. Where that cannot be 
arranged some form of organized day nursery or resi- 
dential nursery may be required. A better economy 
would be a wage system which will free mothers with 
young children from the need to go out to work. When 
a public nursery is essential its size should be such that it 
cannot accommodate more than 8 children. It should 
take the form of a house staffed by one woman or a 
married couple with an assistant nursery-maid. The 
responsibility for supervision should be settled on one 
person, who will take a daily interest in the nursery, and 
not on an ascending order of officials leading to a remote 
committee. J. Fanning 


6. Longevity at Record High in Industrial Population 
Statistical Bulletin Metropolitan Life Insurance Company 
[Statist. Bull. Metrop. Life Insur. Co.] 27, 1-3, Aug., 1946. 


The expectation of life at birth in 1945 among industrial 
policy holders of the Metropolitan Life Insurance Com- 
pany of the U.S.A. had increased by 14 years since 1941 
and by one-half year since 1944. The upward trend to 
longevity since 1879-89, when the expectation of life 
at birth was 34-00, has thus continued during wartime and 
is now 64-95. In 1919-20 it was 51-14 and in 1930 it was 
57:36. There is a gain of 18-32 years since 1911-12. 
The Bulletin considers full employment at high wages 
and the use of sulphonamides and penicillin to be the 
main factors in this wartime rise. 

The gains in expectation of life were not equally shared 
berween the sexes, women making the better showing, 
and coloured women better than white women. The 
white females show remarkably low mortalities in the 
second decade of life, while the coloured females have 
double or treble the mortalities of white females at ages 


10 and 15. These sex and colour differences reach a 
maximum at age 20, when, in 1945, male mortality 
(exclusive of deaths from enemy action) was 34 times the 
female mortality, and coloured female mortality was 
3% times the white female mortality. Up to middle life 
or later coloured persons have a lower expectation of life 
and a higher mortality rate in each sex than white people, 
but at age 65 the expectation of life is higher in coloured 
men than in white men, and at age 75 the same is true of 
coloured women. C. O. Stallybrass 


EPIDEMIOLOGY 


7. Milk-borne Disease in Massachusetts 1941-1945 
R. F. Feemster. American Journal of Public Health 
[Amer. J. publ. Hlth} 36, 777-781, July, 1946. 2 refs. 


This review is based upon a questionary received from 
162 of the 341 communities in the State representing 
92-5% of the population. Previous to the years reviewed 
there had been a slight decline in milk consumption, but 
this was reversed and for 1944 the per caput consumption 
was 0-51 quart (579-6 ml.) a day, only surpassed by 
0-56 quart (636-4 ml.) in 1919. In these 162 communities 
96°4% of the milk sold was pasteurized, representing a 
steady increase each year since 1919. In places with 
25,000 population and over the percentage pasteurized 
for 1944 was over 99. Calculations for the whole State 
showed that now 95% of the milk was pasteurized, com- 
pared with 85% and 90% for the 2 previous 5-year 
periods. Only one community of over 25,000 population 
did not have regulations requiring the pasteurization or 
certification of all milk sold. Certified milk representet 
only 0-65% of the total milk sold, and more than three- 
quarters of this was pasteurized. The review covers war 
years and therefore shows a decrease in the number of 
communities which carried out bacteriological examina- 
tions from 12:2 examinations per 100,000 quarts (113,650 
litres) in 1939 to 7-2 in 1944. There had also been a 
decrease in the total number of inspections by local health 
department personnel. During the last 5 years only 3 
milk-borne outbreaks have been reported in Massa- 
chusetts—an outbreak of undulant fever in 1941 
(16 cases), 1 of scarlet fever with septic sore throat in 
1943 (46 cases), and 1 of Sonne dysentery in 1944 
(13 cases). There were no deaths. This great reduction is 
very satisfactory, and the author includes a table showing 
similar outbreaks in previous years. Since 1931 the 
number of outbreaks has been low; but in earlier 5-year 
periods there were many: in 1926-30 there were 
1,659 cases in 14 outbreaks and in 1916-20 there were 
32 outbreaks with 1,287 cases. W. Savage 


8. On the Epidemiology of Typhoid in Egerland. (Zur 
Typhusepidemiologie im Egerland) 

O. PeNDL. Wiener Medizinische Wochenschrift (Wien. 
med. Wschr.] 96, 329-336, Sept. 1, 1946. 1 fig., 4 refs. 


The author describes in great detail the epidemiology 
of an outbreak of typhoid fever in western Sudetenland 
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which occurred in May, 1945, this area, according to the 
author, having been free from such an epidemic within 
living memory. In this instance the outbreak was 
attribut<>le to the large sudden unorganized influx of 
displaced persons and freed prisoners of war in a low 
state of health and hygiene, with consequent gross over- 


crowding of all available camps and barracks. The - 


immediate s>read from the initial focus was due to the 
handling of food in dumps used by the local population, 
a quantity of sugar becoming thereby contaminated. 
Dissemination was traced from a few houses into neigh- 
bouring streets and thence over a wide area. The author 
describes in great geographical detail the exact course of 
the epidemic from distinct loci of origin, the progress of 
the whole epidemic being displayed in a graph. 

Discussing the form of this curve Pendl particularly 
stresses the close correlation of weather conditions with 
the spread of typhoid fever, an improvement in flying 
conditions being followed after a period corresponding to 
the incubation of the disease by a sharp increase in the 
number of cases. [This association has been remarked 
in most modern outbreaks of typhoid fever and is now 
firmly established.] There was also the possibility of 
dissemination through milk, for several infected persons 
were found to be milk vendors. Water supply did not 
seem to have been incriminated, nor were many carriers 
discovered though the role of immune persons could not 
be well estimated. 

Describing the clinical features of the outbreak, the 
author calls it quite typical. Rose spots and splenic 
enlargement were frequently encountered. In severe 
cases fever lasted from 2 to 4 weeks, the milder cases 
being usually afebrile by the second week. Relapses 
were observed during the fourth week. In general the 
most severe cases occurred at the beginning: of the 
epidemic. Periosteal and muscular abscesses were 
common; thyroiditis and jaundice were noted twice, 
erysipelas 3 times. The high relapse rate was attributed 
to the low caloric intake (averaging 800 per day) of most 
of the patients, relapse being often associated with severe 
myocardial weakness. 

Out of 402 recognized cases there were 27 deaths 
(6:7%), 8 being male, 19 female. Of the males 3 were 
under 10 years of age. It was notable that no death 
occurred between the ages of 25 and 38. Death took 
place in from 1 day to 9 weeks from the outset, the 
youngest succumbing most rapidly. There was a close 
parallel between the case incidence and the fatality rate. 
On the first day of infection 4 died, 3-10 days after 7 
died, 12-19 days after 9 died, and 22-43 days after 4 died. 
Pend! notes particularly the considerable risks incurred 
by the nursing staff, of whom 10 ward sisters were infected, 
with 2 deaths. In 64% of cases diagnosis was determined 
by serological tests alone. In 34% positive cultures were 
obtained; in the remaining 2% the diagnosis was reached 
on purely clinical grounds. 

Summarizing, the author stresses the meteorological 
features of this epidemic, also the dwindling in the severity 
of cases with the lapse of time, and considers that lateness 
in reaching a diagnosis and in admission to hospital 
played an important part in the severity of the epidemic. 

Jas. B. Ellison 
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9. Industrial Medicine. [In English] 
D. Hunter. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 76, 917-921, Sept. 16-21, 1946. 


The development of social-mindedness demands a 
better understanding of the growing problems of in- 
dustrial medicine, which must in future take a more 
prominent place in medical education. The responsi- 
bilities of the industrial medical officer include the 
supervision of factory design to provide good lighting, 
ventilation, warmth, and attractive colour schemes for 
the worker. Selection of employees is facilitated by 
extension of intelligence tests, by vocational allocation 
of the intellectually less fit rather than their rejection, and 
by study of vocational psychology of children to guide 
them to careers. Injuries are preventable by recognizing 
the accident-prone type, whose inaptitude for his occupa- 
tion is often suggested by excitability, insubordination. 
and flustering. Rehabilitation after injury is important. 
Protection of the eyes against accident includes the pro- 
vision of goggles and a service for their comfortable 
fitting and maintenance. Occupational dermatitis must 
be diagnosed early and prevented by good factory 
hygiene, by reducing skin contact with irritants, by 
protective clothing, barrier skin creams, adequate 
washing facilities, and early hospital treatment. 

The effects of poisoning by industrial metals depend on 
chemical properties and route of absorption. Thus, in 
poisoning by tetra-ethyl lead the symptoms are cerebral, 
quite unlike those caused by inorganic lead. In lead 
burning 100% of men absorb lead, but in spray paiuting 
only 40% do so, the danger of lead absorption being 
greatest from fresh lead fume. In galena miners the 
incidence of plumbism is low owing to the insolubility 
of lead sulphide. With lead poisoning, basophil 
punctation of red blood corpuscles in bone marrow is 
always present whereas it may be absent in the peripheral 
blood. This emphasizes the value of sternal puncture 
in diagnosis. Extensive use of organic mercury com- 
pounds in agricultural fungicides has caused skin burns 
and occasional cerebral symptoms by inhalation of dust. 
These dangers are preventable by insisting that workers 
wear gloves and respirators and that manufacture and 
seed-dressing processes are performed mechanically in 
closed apparatus. 

Users of mercury fulminate may develop perforation 
of the nasal septum. Evidence of the potential toxicology 
of newly developed metallic alloys appears as foetor oris 
in workers handling selenium and tellurium compounds, 
bronchopneumonia in cadmium workers, bronchitis from 
vanadium dust, and chemical pneumonitis or bronchio- 
litis from beryllium. In aluminium factory workers 
cryolite may produce skeletal and dental fluorosis. A 
revised conception of benzene poisoning has arisen from 
the study of benzene dope in aircraft factories. The 
blood picture ranges from severe hypoplasia, particularly 
in women even after short exposure, to extreme hyper- 
plasia or even leucaemia, which is commoner in males 
after prolonged exposure. During the war the incidence 
of poisoning in dope shops was, however, commendably 
low. Tri-ortho-cresyl phosphate, used in the plastics 
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industry, was responsible for 3 cases of polyneuritis with 
later recovery. Industrial exposure to chlorinated 
naphthalene caused the death of 3 men from acute yellow 
atrophy of the liver. Acne and jaundice in chlorinated 
hydrocarbon handlers is preventable by active medical 
supervision in the factory, regular washing, changes of 
clothing, and efficient exhaust ventilation. 

Recent work on pneumoconiosis in S. Wales coalfields 
suggests that coal dust is important in causing the radio- 
logical picture of pulmonary reticulation, preceding the 
characteristic nodulation and massive shadows of 
silicosis, which is more correctly an anthraco-silicosis. 
Iron oxide also causes a similar reticulation, and some- 
times nodulation, in welders. Reticulation in silver- 
polishers using rouge may be due to deposition of silver 
in the elastic layer of the arteries. Similar reticulation 
in boiler-scalers’ lungs may be partly due to silica in the 
flue dust and boiler scab. The use of bagasse (dried 
sugar-cane fibre) in making compressed boarding has 
caused a specific disease resembling “ farmer’s lung”’, 
broken wind in horses, and byssinosis, with acute 
bronchiolitis, pulmonary collapse, and pneumonia. 
Carcinoma of the lung arises in the miners of Schneeberg, 
where the hard rock is radioactive, but there is evidence 
that the arsenic component of the dust may be the cause, 
this being present in nickel and copper ores in the 
Canadian Sudbury mines, where lung cancers also occur. 
Treatment of dust conditions is essentially preventive— 
ventilating plant, protective helmets and clothing, and 
respirators. A satisfactory high-velocity sand-and-water- 
jet gun is now used in some foundries to clean castings. 

J. L. Lovibond 


10. The Effect of Silicosis on Function. 
funcional de la silicosis) 

J. Garcia Cosio. Revista Clinica Espatiola [Rev. clin. 
esp.] 21, 467-479, June 30, 1946. 14 figs., 25 refs. 


(Repercusion 


The author discusses the problem of assessing the 


degree of incapacity in silicosis. He points out that 
various workers now agree that there is no clear connexion 
between capacity for work and the severity of silicosis in 
the first and second stages of the condition, as defined by 
radiological methods. Ina total of 1,424 cases of silicosis 
divided into 3 groups according to the radiological degree 
of severity, the percentage of cases with dyspnoea was 33 
in the first, 38 in the second, and 91 in the third group. 
Taking the 419 cases in the second group, it was found 
that 63% had no dyspnoea. In discussing various factors 
responsible for dyspnoea in silicosis the author em- 
phasizes the importance of bronchospasm. He quotes 
the work of Policard (Bull. Acad. Méd., 1945, 129, 575), 
who showed that in silicotic lungs the bronchial muscle 
was hypertrophied and the elastic tissue reduced. 

The incidence of bronchial effects is higher in coal- 
cutters (67°,) than in stone-cutters (23°,) because the 


former inhale dusts other than silica which irritate the 
bronchial mucosa. It is thought that persistent broncho- 
spasm causes a functional emphysema which even- 
tually leads to congestive heart failure. If incapacity 
occurs in early radiological forms of silicosis, which are 
characterized by linear, reticular, or simple nodular 
patterns, it is always independent of fibrosis and is due to 
bronchospasm and emphysema. Assessment of in- 
capacity should, therefore, take into account the con- 
dition of the bronchi, the degree of emphysema, and the 
efficiency of the pulmonary circulation. 

[This paper is mostly a summary of some current 
opinions, and the author has nothing to add on the sub- 
ject of quantitative methods of estimating incapacity.] 

H. M. Adam 
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Mining—Rand Mines Group. Health 
Report for the Year 1945. Pp. 1-15 and 


In the report of the Health Department of the Central 
Mining—Rand Mines Group for 1945 the following 
points are of interest. Absenteeism increased slightly, 
as it has done each year, in spite of a decrease in the 
number of shifts lost due to accidents. Parallel with this 
there was a rise in disease incidence, with an increase in 
deaths from pneumonia, tuberculosis, and influenza. 

The death rate for pneumonia was 0-86 per 1,000, the 
highest since the introduction of sulphonamides, while 
the death rate for pulmonary tuberculosis has doubled 
itself since 1942. Though the number of fresh cases of 
silicosis was low (53), the case mortality rate rose sub- 
stantially. Influenza incidence has increased steadily 
each year, probably a cyclical phenomenon. There were 
26 cases of meningococcal meningitis without a death, and 
34 cases of other forms of meningitis with a record lowcase 
mortality rate (penicillin and sulphonamide therapy were 
used in most of these cases). The incidence of enteric 
fevers has been the lowest on record, although as usual 
the case mortality was high. Six cases of scurvy occurred. 
There was an increase in the incidence of malignant 
tumours—an increase apparently general in the Bantu 
races. The report states that it is difficult to escape the 
conclusion that the rise in incidence of disease and 
particularly of respiratory disease was related to the food 
shortages. The meat ration fell far below the minimum 
laid down by the Government ration scale, and the 
amount of first-class protein and animal fat was insuffi- 
cient for men doing hard manual labour. 

S. S. B. Gilder 


12. German Health Insurance—The Evolution of a 
Bureaucracy 

E. W. Witson. Journal of Gerontology [J. Gerontol.] 1, 
237-251, April, 1946. 
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Physiology and Biochemistry 


13. The Relationship between Total Heat Exchange and 
Blood Flow in the Hand at Various Ambient Temperatures 
R. E. Forster, H. B. G. Ferris, and R. DAy. American 
Journal of Physiology [Amer. J. Physiol.] 146, 600-609, 
July 1, 1946. 7 figs., 12 refs. 


It has often been assumed that the temperature of 
arterial blood entering the hands and feet is close to the 
deep body temperature, though the possibility of the 
arterial blood being cooled before it reaches the extremities 
either by cooler tissues or by cooled returning venous 
blood has been suggested. These investigations lend 
support to the latter alternative. 

The instrument in which the hand of the subject was 
enclosed was a combination of a plethysmograph and a 
calorimeter. Temperature readings were taken from 
various points on the skin of the hand and fingers and in 
the rectum. The blood flow in the hand and the heat 
loss by radiation, convection, and evaporation were 
measured with the entire body exposed to ambient 
temperatures between 15° and 38°C. The readings 
obtained suggest that the arterial blood was cooled 
before entry into the hand, or that the venous blood 
returned at a temperature very considerably higher than 
that of the skin, or that there was cooling of the arterial 
blood as well as warming of the venous blood. Deep 
temperature measurements quoted from other authors 
suggest that the most important factor is previous 
cooling of the arterial blood. This conclusion has been 
confirmed by further experiments by the present authors 
(not yet fully reported) in which arterial temperature has 
been measured by direct puncture. 

[The importance of this paper rests in the demonstra- 
tion that the temperature of arterial blood entering the 
extremities is not that of the blood in deeper structures 
of the body. A number of experiments in which this 
assumption has been made are thus vitiated.] 

Raymond Greene 


14. Exchanges of Heat and Tolerances to Cold in Men 
exposed to Outdoor Weather 

E. F. ADoLPH and G. W. MOLNAR. American Journal of 
Physiology [Amer. J. Physiol.] 146, 507-537, July 1, 1946. 
19 figs., 25 refs. 


Men nearly nude were exposed on the roof of the 
laboratory to different temperatures ranging from uncom- 
fortably hot to bitterly cold. Their reactions were tested 
over periods of 1 to 4 hours by measurement of their pulse 
rates, arterial pressures, rectal and surface temperatures, 
urinary flow, oxygen consumption, respiration rate, blood 
concentration, and blood sugar content. Over a wide 
range, skin surface temperatures were proportional to 
air temperature, whereas rectal temperatures were nearly 
constant, falling only to 96° F. (35-6° C.) after 4 hours’ 
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exposure to air at 46° F. (7-7° C.). The temperature of 
the extremities was close to that of the dry-bulb tempera- 
tures of the air. As might be expected, wind had an 
obvious cooling effect on surface temperatures. 

In order to maintain internal heat various mechanisms 
are employed. Of those tested in this series of experi- 
ments the most important was shivering, during which 
oxygen consumption increased as much as fivefold. 
Vasoconstriction naturally occurred and was accom- 
panied by the other well-known sympathetic phenomena. 
Haemoconcentration took place, the blood volume being 
diminished by extreme cold by as much as 850 ml. 
The blood sugar was not significantly changed during 
chilling, but rose rapidly during subsequent warming. 
In extreme cold the subjects became stuporous and men- 
tally confused. After rewarming they were sleepy and 
fatigued and usually lost their appetites for some hours. 
Acclimatization was not observed. 

[It must be pointed out that the experiments continued 
for only 3 months and were, moreover, intermittent.] 

Raymond Greene 


15. The Presence of a Sympathomimetic Substance in 
Extracts of Mammalian Heart 

U.S. v. Euter. Journal of Physiology {J. Physiol.] 105, 
38-44, July 15, 1946. 4 figs., 15 refs. 


Extracts of the hearts of cattle, horses, and cats have 
been made by extraction with ethanol, separation by 
ether lecithin solution, and extraction with sodium 
sulphate. Depressor material was removed with fuller’s 
earth. Extracts were assayed by their effect on the blood 
pressure of the chloralosed cat, and by their inhibition of 
the isolated non-pregnant uterus of the cat. Comparison 
was made with the actions of /-adrenaline and d/-3 : 4- 
dihydroxy-nor-ephedrine. The active substance differs 
in its behaviour from adrenaline in that it is less readily 
inhibited by ergotamine; its inhibitory effect on the 
non-pregnant uterus is much less than that of adrenaline 
in doses having equal pressor effects; it does not produce 
the fluorescence reaction given by adrenaline. It 
resembles nor-adrenaline and the substance sympathin E, 
believed by some to be liberated on stimulation of cardio- 
accelerator nerves. D. Whitteridge 


16. A Specific Sympathomimetic Ergone in Adrenergic 
Nerve Fibres (Sympathin) and its Relations to Adrenaline 
and Nor-Adrenaline. [In English] 

U. S. v. EuLer. Acta Physiologica Scandinavica {Acta 
physiol. scand.] 12, 73-97, Aug., 1946. 12 figs., 33 refs. 


The activity of sympathetic nerves, or adrenergic 
nerves, is accompanied by the liberation of an active 


principle with sympathomimetic properties. The prin- 
ciple is different from adrenaline; it possesses the 
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properties of a catechol compound and is very closely 
related to if not identical with nor-adrenaline or catechol- 
ethanolamine. In addition to biological similarities, 
both qualitative and quantitative, there are chemical 
similarities in the results of fluorescence tests and the 
catechol colour reactions with ferric chloride. 

This sympathomimetic ergone is called by the author 
“sympathin”’. The only organ found to be devoid of 
sympathin is the nerve-free placenta. Higher amounts 
were found in the grey than in the white sympathetic 
rami; the concentration was high in sensory nerves of the 
skin but low in sympathetic ganglia, vagus and phrenic 
nerves, and in various parts of the brain. The amount 
is greatly reduced in the spleen after degeneration of the 
main portion of the post-ganglionic periarterial splenic 
nerves. In spleen extracts sympathin was more stable 
in acid than in alkaline solution, especially when purified. 
Crude extracts contained contaminating substances which 
lowered the blood pressure and stimulated smooth 
muscle. Addition of iodine solution destroyed the 
pressor principle but not the contaminating substance. 
The activity of the extracts was compared with that of 
l-adrenaline, d/-nor-adrenaline (catechol-ethanolamine 
=arterenol), and d/,3 : 4-dihydroxy-nor-ephedrine (cor- 
basil), all in the form of hydrochlorides. 

E. M. Fraenkel 


17. The Erythrocyte Sedimentation Rate as a Means of 
Determining the Size of the Molecuie of Nucleic Acid. 
(Die Senkungsgeschwindigkeit der Erythrocyten als 
Messvorgang fiir die Bewertung der Molekiilgrésse von 
Nukleinsduren) 

C. WUNDERLY. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.] 9, 257-276, 
1946. 2 figs., 71 refs. 


In biological work it may be necessary to distinguish 
the ribose (yeast) nucleic acids from the desoxyribose 
thymonucleic acids; for this, the colour reactions and 
ultraviolet absorption methods are not entirely adequate. 
A method was devised of utilizing the differing molecular 
weights of these acids by a study of their influence on the 


sedimentation rate of red blood corpuscles. Low mole- 
cular weight compounds were compared with sodium 
thymonucleate. Washed erythrocytes were suspended 
in serum in which was dissolved varying concentrations 
of the compounds, and the mixture put up in Westergren 
pipettes. While the sedimentation rate in the serum 
alone and with low molecular weight compounds was the 
same, the thymonucleate caused a much more rapid and 
much greater fall, beginning in 10 to 20 minutes as against 
90 minutes with a fall of about 100 mm. as against 6 mm. 
To test the influence of the medium the thymonucleate 
was dissolved in sodium chloride solution, serum, and 
plasma, but the only difference was a slight delaying 
action of the serum. The influence of albumin and 
globulin was investigated. Albumin had no effect, but 
globulin caused an acceleration of rate associated with 
the increase in viscosity. A micromethod was devised 
for testing the effect of the smallest measurable mixture 
of thymonucleate, using small tubes and an ocular 


micrometer, so that alterations of 0-0005 c.mm. could be 
measured. Varying concentrations of saline thymo- 
nucleate mixture and erythrocytes were put up, and the 
results confirmed the findings with the Westergren pipette. 
This method was tried with a mixture of thymonucleate 
and a tetranucleotide in proportion’ up to 1 in 10 with no 
change in sedimentation rate. This showed that there 
was no change in the dissolved nucleoproteins, either by 
agglomeration or by breaking up of molecules. In cell 
physiology the thymonucleate which is found in the 
chromosomes in mitosis is built up from nycleotides of 
the desoxyribose type, but this cannot be easily reproduced 
in vitro. It is suggested that the use of the sedimentation 
rate gives a method of estimating the minimal change 
produced by nucleic acids of different molecular weight. 
A discussion follows on the possible modes of linkage 
between proteins and nucleotides in the production of 
nucleic acids and its importance in cell physiology. 
Gwenyron M. Griffiths 


18. Sensitization of Muscle to Choline and Acetylcholine, 
and the Supposed Existence of Choline Acetylase 

E. B. BAssky and P. F. Minasev. Nature {[Nature, Lond.} 
158, 268, Aug. 24, 1946. 7 refs. 


Enzymic synthesis of acetylcholine from choline and 
acetate in the presence of adenosine triphosphate has been 
suggested. The contraction response of the dorsal muscle 
of the leech and rectus abdominis of frogs to choline 
(concentration 1 : 10-* to 1 : 10~-*) was greatly increased in 
the presence of adenosine triphosphate (1: to 1: 10-5). 
The increase depends on the concentration of adenosine | 
triphosphate. It is suggested that the increase in muscle 
contraction observed above is due not to the stimulation 
of acetylcholine synthesis by adenosine triphosphate but 
to the sensitizing effect of this substance upon the test 
muscles. The sensitization of muscle to acetylcholine 
in the presence of extracts and emulsions of nervous tissue 
may be due to the adenosine triphosphate present in these 
extracts. J. Dawson 


19. Urinary Excretion of «-Amino Nitrogen Following 
Intravenous Administration of Amino Acid Mixtures 

R. H. Sivper, A. O. SEELER, and E.E. Howe. Journal of 
Biological Chemistry [J. biol. Chem.] 164, 639-649, Aug., — 
1946. 3 figs., 14 refs. 


Recent work shows that natural amino-acid mixtures 
can be administered intravenously much faster than 
racemic mixtures without ill effects, and it is therefore 
important to know how much is lost in the urine with 
varying conditions of infusion. Experiments on the 
relation of amino-acid excretion to the rate of infusion 
were carried out on dogs. Animals had been maintained 
on an adequate protein diet. The amino-acid mixtures 
infused were of two types, one in which 50% of amino- 
acids were in the racemic form and the other in which 
10°% of racemic amino-acids were present, both mixtures 
containing all the essential amino-acids. The amino- 
nitrogen determinations were made by the ninhydrin 


== 
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method. In another series of dogs amino-acid infusions 
were made into protein-depleted animals maintained on 
a diet of dextrose 71%, “crisco” 21%, “ mazola” 
0-15°%, and a salt mixture. Supplements of thiamine 
1 mg., riboflavin 1 mg., pyridoxine 1 mg., nicotinic acid 
20 mg., calcium pantothenate 40 mg., inositol 200 mg., 
choline chloride 200 mg. were given. Infusion of 220 mg: 
of nitrogen per kg. of 10% racemic amino-acid mixture 
at arate of 12 mg. of nitrogen per kg. per minute resulted 
in a loss of 13% in the urine. When the mixture was 
infused at one-sixth the rate or given orally only 4% 
appeared in the urine. This is no greater than the amino- 
acid excretion occurring in dogs fed a normal diet. 
Using the other mixture and infusing at the fast rate, 23% 
was lost in the urine. Even at slower rates, 6—10°% more 
of the mixture was lost in the urine than with the 10% 
racemic acid mixture. This appeared to be due to a lower 
kidney threshold for d-amino-acids. The urinary excre- 
tion of amino-acids by protein-depleted dogs given an 
amino-acid infusion decreased by 30-50%. The amino- 
acid excretion could be increased only after an infusion 
if the animal had previously been fed 60 g. casein and 
50 g. meat daily for 20 days. The pattern of essential 
amino-acids excreted in the urine of dogs given amino- 
acid mixtures did not resémble the pattern of the mixtures 
infused and was not greatly altered by protein depletion. 
This may indicate that the proportions of amino-acids 
in the mixture are not correct or that those which are 
excessively excreted, due to differences in renal clearance, 
should have an increased concentration in the mixture. 
J. Dawson 


20. The Nutvitional R6le of Amino-Acids 
A. NEUBERGER. Chemistry and Industry [Chem. Ind.] 
338-342, Sept. 14, 1946. 30 refs. 


21. On the Action of a Factor Interfering with the 
Chemical Determination of Thiamin by the Method of 
Melnick and Field. II. [In English] 

G. AGREN. Acta Physiologica Scandinavica [Acta 
physiol. scand.] 12, 34-41, Aug., 1946. 12 refs. 


22. The Regulating Mechanism in the Glomerular Vessels 
of the Normal Human Kidney. (Der Regulations-apparat* 
am Gefasspol des Nierkenkérperchens in der normalen 
menschlichen Niere) 

G. ScuLoss. Acta Anatomica {Acta anat.] 1, 365-410, 
1946. 12 figs., 149 refs. 


The structure and function of all cells which might 
possibly exert a regulatory influence on glomerular blood 
flow are discussed in relation to the author’s own material 
—the normal kidney of a 34-year-old man who had 
been executed. This was fixed in Bauin’s fluid and 
serial paraffin sections were stained by Masson’s tri- 
chrome method. 

In the pre-glomerular region of the afferent arteriole 
epithelioid cells were generally seen. These were usually 
concentric with the arteriole and one could scarcely speak 


of a “ polar cushion” or Polkissen. Nevertheless, the 
author prefers to retain this name rather than Goor- 
maghtigh’s “juxtaglomerular apparatus”, since the 
latter includes a group of cells in the angle between the 
afferent and efferent arterioles as well as the epithelioid 
cells: Numerous smooth-muscle cells and forms inter- 
mediate between muscle cells and epithelioid cells were 
seen in the neighbourhood of the Polkissen. The author 
agrees with Goormaghtigh in thinking that the cells in 
the angle between the afferent and efferent arterioles are 
of nervous origin. He suggests that they are identical 
with the “* sentinel cells ” of Clara, who described them as 
forming a muscular ring round the entrance to the 
glomerulus. Numerous observations make it reasonably 
certain that the afferent arterioles can contract and relax. 
One theory is that this is brought about by the swelling 
or shrinking of the epithelioid cells. This is unlikely, as 
there seems to be no direct relation between the appear- 
ance of these cells and the size of the arteriolar lumen. 
The author believes that the size of the lumen is controlled 
by muscle cells and transitional cells containing myo- 
fibrils. The epithelioid cells are probably secretory in 
function. Hypertrophy of these cells has been described 
in human and experimental hypertension and it has been 
suggested that they secrete renin. From his work on 
hypertensive rats, however, the author concludes that 
there is no direct relation between hypertension and 
hypertrophy of the epithelioid cells. 

The function of the cells in the angle between the 
afferent and efferent arterioles is even more problematical, 
but the author tends to agree with Goormaghtigh’s 
suggestion that they may be stretch receptors or chemo- 


receptors regulating the opening or closing of glomeruli. 
The function of Becher’s buds and islands is discussed. 
The buds are probably developed from the pars inter- 
media of the tubules, and islands tend to get separated 


off by connective tissue. Mainly on the ground that 
there is no regular anatomical relationship between the 
arterioles and the buds and islands, the author rejects 
the idea that they are regulatory. It has been stated 
that they hypertrophy in hypertensive conditions. The 
** macula densa ” is the name given by Zimmermann to 
a region of the distal tubule which makes contact with 
the afferent arteriole in the region of the glomerulus. 
The tubular epithelium tends to be high or columnar in 
this region, and the nuclei are crowded together. Goor- 
maghtigh suggested that this was a mechanism whereby 
the glomerular blood flow could be regulated in relation 
to the composition of the tubular urine. The author 
points out that the macula densa is also in close relation- 
ship with the cells in the angle between the afferent and 
efferent arterioles and may possibly influence them. 
[This is a detailed review of a complicated and obscure 
subject. Much difficulty has arisen owing to the fact 
that various workers have carried out investigations on 
different specics of animals. Later writers have tended 
to assume that cells described by one worker in a certain 
animal species are identical with those described by 
others in different species. Thus Zimmermann, who 
first described the Polkissen, never referred to them as 
epithelioid cells: nor did he find them in the human 
kidney.] R. Barer 
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23. Influence of Age on the Daily Excretion of In- 
organic Phosphate. (Influence de l’Age sur l’excrétion 
urinaire diurne des phosphates inorganiques) 

G. ScHAPIRA and O. Leau. Annales de Biologie Clinique 
Ann. Biol. clin.] 4, 247-248, Oct., 1946. 2 refs. 


Twenty-three children and 9 adults were not given 
anything to eat from after dinner on the night preceding 
the start of the investigation until its completion. At 
7 a.m. and at each succeeding hour the urine was col- 
lected and 2 ml. of water per kilo of body weight was 
drunk. The excretion of inorganic phosphate was found 
to be at its lowest earlier in the morning among the 
children than among the adults, 17 of the children having 
a minimum excretion before 10 a.m., while all the adults 
had a minimum excretion between 10 a.m. and 1 p.m. 
It is stated that neither exercise nor puberty altered the 
rhythm of excretion. F. Bicknell 


24. Calcium Content of the Cerebrospinal Fluid. 
(Le calcium dans le liquide céphalo-rachidien) 

A. LAFONTAINE. Journal Belge de Neurologie et de 
Psychiatrie {J. belge Neurol.] 44-46, 265-270, April, 1946. 
15 refs. 


Although calcium is a constant constituent of the 
cerebrospinal fluid it is difficult at the present time to 
define its role in the physiology of that fluid. Quanti- 
tative estimations were made in 36 normal subjects and 
in certain pathological conditions. The methods used 
were those of Kramer and Tysdall (modified by Clark and 
Collip) and of Rub and Kahn. With practice, it was 


possible to work to an error of not more than 3°%, and 
the two methods acted as a mutual check. 

1. The normal subjects fell into 3 groups according to 
the calcium levels in blood and cerebrospinal fluid: 
(1) low (6 cases), in which cerebrospinal fluid calcium 
varied from 4-3 to 5-2 mg.%, average 4°64 mg.%; average 


blood calcium 9-51 mg.%%; (2) medium (23 cases), 
cerebrospinal fluid calcium from 48 to 5:2 mg.%, 
average 486; average blood calcium 10-31 mg.%; 
(3) high (6 cases), cerebrospinal calcium from 5:2 to 
5-7 mg.%, average 5-38 mg.%; average blood calcium 
10°52 mg.%. The over-all average cerebrospinal fluid 
calcium was 4-93 mg.°{. Macchi obtained figures of 
5-6-7-3, while Cantarano’s figures were 4-52-5-5. It 
may be concluded, then, that the correct figure is about 
5—i.e., about half the blood calcium. Experiments on 
dogs showed that variations in the blood calcium had no 
effect on that in the cerebrospinal fluid. A mixture 
containing calcium and magnesium phosphates (5-5), 
ferrum redactus (0-5), glycerophosphate of lime (4) was 
given in doses of 4-9 g. by the mouth to 2 dogs whose 
blood and cerebrospinal fluid calcium were respectively 
(a) 11-43 and 5-60 mg.%, and (5) 10-95 and 5-46 mg.%. 
At the end of a fortnight the blood calcium was slightly 
raised, but the cerebrospinal fluid calcium practically 
unaltered: (a) blood 12-46 mg.°{: cerebrospinal fluid 
5-48 mg.%; (b) blood 11-60 mg.°¢; cerebrospinal fluid 
5-42 mg.%. The same 2 animals showed a rise of 
blood calcium within an hour of intravenous calcium 
gluconate and calcium chloride injection or intramuscular 


calcium gluconate, up to 16-08 mg.°%, with no appreciable 
rise in the cerebrospinal fluid (maximum 5-37 mg.°%), 
Similarly, large doses of vitamin D and of parathormone 
failed to raise the cerebrospinal fluid calcium. 

The cerebrospinal fluid calcium follows closely the 
diffusible moiety of the blood calcium. Using Moritz’s 
method it was possible to confirm this in 3 cases, and to 
show that the cerebrospinal fluid contained only diffusible 
calcium. There is no apparent relation between the 
cerebrospinal fluid calcium and the cerebrospinal fluid 
phosphorus and blood phosphorus. 

2. The pathological states investigated showed the 
following results: a definite rise of cerebrospinal fluid 
calcium in tuberculous meningitis (9 cases) up to 
8-06 mg.%; a rise in cerebral contusion, cerebral haemor- 
rhage, and hydrocephalus; a rise in some cases of 
purulent meningitis (meningococcal, pneumococcal, and 
streptococcal) especially in the acute cases; no change in 
other conditions examined—idiopathic epilepsy, cerebral 
tumour, paralysis agitans, disseminated sclerosis, 
syringomyelia, amyotrophic lateral sclerosis, tetanus, 
Friedreich’s ataxia, chorea, and neurosyphilis. 

The rise of calcium in the cerebrospinal fluid appears 
to be due to alterations in secretion and absorption 
(except in purulent meningitis and haemorrhage, where | 
heterogenous calcium could be involved), evidently a 
change in permeability of the choroid plexuses. These 
changes in the cerebrospinal fluid calcium are not related 
in any way to general disturbances of calcium metabolism 
in the body. Frank Sargent 


25. Reflexes Elicited by Visceral Stimulation in the 
Acute Spinal Animal 

C. B. B. DOWNMAN and B. A. McSwiney. Journal of § 
Physiology [J. Physiol.] 105, 80-94, July 15, 1946. 6 figs., 
13 refs. 


The sensitivity of the viscera has been investigated in 
cats first decerebrated and then chordotomized at the 
level C8-T1. In these animals, pinching of the intestine 
and stimulation of the mesentery evoke reflex movements 
of the hind limbs and of the abdominal musculature, as 
well as increases in the blood pressure. Over-ventilation, 
trauma, and haemorrhage all diminish the responses, 
which may also disappear spontaneously. As _ the 
animals deteriorate responses to pinching of the intestine 
disappear first, followed by responses to stimulation of 
the mesentery. Blood pressure changes disappear later, 
at a time when the usual flexion, crossed extension, and 
stretch reflexes are intact. The best reflex responses to 
stimulation of the intestine are given by the decerebrate, 
chordotomized preparation. Animals prepared by 
spinal cord transection at C1 are less sensitive, and no 
movement of the hind limbs can be obtained in decere- 
brate animals, although blood pressure changes may 
occur on stimulating the mesentery. This is thought to 
be due either to inhibitory activity arising in the upper 
levels of the neuraxis or to interference with the blood 
supply of the cord, so that conduction is depressed earlier 
in long paths than in short paths through the spinal cord. 

D. Whitteridge 
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26. Some Antianaphylactic and Antihistaminic Pro- 
perties of N’pyridyl, N’benzyl, Dimethylethylenediamine 
Monohydrochloride (Pyribenzamine) 

C. E. ARBESMAN, G. F. Koepr, and G. E. MILLER. 
Journal of Allergy [J. Allergy| 17, 203-209, July, 1946. 
3 figs., 26 refs. 


Twenty-four guinea-pigs were passively sensitized with 
anti-human rabbit serum having a precipitin titre of at 
least 1:10,000, and 48 hours later were given an intra- 
cardiac injection of 1 ml. of human serum. Pyribenz- 
amine was given intraperitoneally 10 to 30 minutes before 
the shocking dose to all except 4 and these 4 died of 
typical anaphylaxis. Of 4 guinea-pigs given 2 mg. of 
the drug per kilo of body weight all survived, 2 having 
slight symptoms; of 8 guinea-pigs given 1-5 mg. per kilo, 
1 died, 1 had slight symptoms, and the rest were unaffected. 
The remaining 8 guinea-pigs were given 1 mg. per kilo; 
1 died, 2 had severe shock, 1 moderate shock, 3 minimal 
symptoms, and 1 was unaffected. Pyribenzamine had no 
effect on precipitin titre in viiro or on the complement 
titre of guinea-pig serum. 

Comparison of wheals produced by the injection of 
serial dilutions of histamine before, and later repeated in 
the same strengths 45 minutes after, 50-150 mg. of pyri- 
benzamine in 22 normal people showed a decrease in 14, 
no change in 6, and an increase in 2; and in 6 allergic 
people a decrease in 4, no change in 1, and an increase 
ini. Comparison of the wheals produced by intradermal 
tests with various inhalant allergens in 24 patients before 
and after 100 mg. of the drug showed a decrease in 14, 
no change in 7, and an increase in 3. Passive transfer 
tests using a serum with cotton-seed reagins and a testing 
dose of 0-01 ml. of cotton-seed extract were done before 
and after 100 mg. of the drug. Those performed after 
the drug showed a definite decrease in the size of the 
reaction. D. A. Williams 


27. Analgesic Properties of Derivatives of Diphenylethyl- 
amine 

E. ALBERT and E. Lauriat. Nature [Nature, Lond.] 
158, 202, Aug. 10, 1946. 3 refs. 


Since 1943 the authors have used f-hydroxydiphenyl- 
ethylamine as an analgesic and found it successful for 
the severe pains due to compression of nerves by 


cancerous tumours and metastases. This confirms 
similar more recent reports by Dodds, Lawson, and 
Williams (Nature, 1943, 151, 614; Proc. roy. Soc., B, 
1944, 132, 119; Nature, 1944, 154, 514). It was also 
successful in cervical neuritis and trigeminal neuralgia. 
Painful visceral contractions, such as in_ spastic 
dysmenorrhoea, were completely relieved by 0-4-0°8 g. 
of the drug. Nausea or vomiting may occur with daily 
doses larger than 1-2 g. There is no habit formation. 
Trial of B-hydroxy-x, 8-diphenylethylamine (or other 


derivatives of diphenylethylamine) in the usual thera- 
peutic field of morphine is advocated. 
Freda B. Bannister 


28. The Action of Tetraethylammonium Ion on the Mam- 
malian Circulation 

G.H. ACHESON and G. K. Moe. Journal of Pharmacology 
and Experimental Therapeutics {J. Pharmacol.] 87, 220- 
236, July, 1946. 6 figs., 18 refs. 


The actions of tetraethylammonium bromide upon 
the circulatory system of the cat and dog are 
described and analysed. Over a wide range of doses 
(0-1-10 mg. per kilo) intravenous injections of this 
material cause a fall of arterial pressure the magnitude 
of which is a function of the dose. The fall lasts 
several minutes. The heart rate is usually diminished 
moderately, but this effect is absent if the cardiac 
innervation is severed. The fall of arterial pressure 
does not depend upon action on the heart, the 
vascular smooth muscle, or the medullary vasomotor 
centre, but results from a block in the ganglia in the 
efferent pathway of the sympathetic vasoconstrictor 
nerves. This ganglionic blocking action has been 
demonstrated in the superior cervical ganglion, the 
stellate ganglion, and the ganglia of the cardio-inhibitory 
fibres of the vagus. 

The ganglionic blocking action of tetraethylammonium 
ion is its most prominent effect. Toxic reactions are 
absent with all but very large doses of this substance. 


29. Method for the Estimation of Barbituric and 
Thiobarbituric Acids in Biological Materials 

J. RAveNTOS. British Journal of Pharmacology {Brit. 
J. Pharmacol.] 1, 210-214, Sept., 1946. 1 fig., 5 refs. 


There are three main stages to this method of estimating 
barbituric and thiobarbituric acids in biological material: 
(1) The drugs are extracted from blood and urine with 
ether and from tissues with benzene. (2) The extracts are 
then purified by chromatography. The ether extracts are 
evaporated to dryness, the residues dissolved in 5 ml. 
chloroform, dried with 1-2 g. anhydrous sodium sulphate, 
and the solutions chromatographed on alumina columns. 
The benzene tissue extracts are passed through alumina 
columns with slight suction. Elution with 50 ml. 2% 
methanol in chloroform (v/v) recovers the thiobarbituric 
acids, and further elution with 50 ml. 10% methanol in 
chloroform (v/v) recovers the barbituric acids. (3) The 
drug content of the eluates is determined after evaporating 
the eluates to dryness under reduced pressure at 40—50° C. 
and dissolving the residues in chloroform. The estima- 
tion of thiobarbituric acids is based on Cowan’s colour 
reaction. To 2 ml. chloroform solution, 0-2 ml. of 10% 
(v/v) of diethylamine in methanol, and 0-5 ml. of a 


‘iable 
g.%). 
none 
the 
ritz’s 
isible 
1 the 
fluid 
| the | 
fluid 
p to 
mor- 
2s of 
, and 
ige in | 
ebral 
rosis, | 
anus, 
pears 
ption | 
where | 
tly a 
These 
slated 
olism 
ent 
11 


12 - PHARMACOLOGY AND THERAPEUTICS 


saturated solution of copper sulphate in methanol are 
added and the resultant green coloration compared in 
a colorimeter with similarly treated standards. The 
barbituric acids are estimated by Koppany’s reaction 
(J. Amer. pharm. Ass., 1934, 22, 1076). 

It is claimed that the separation of the two types of 
compound is complete, and the recoveries of both 
fractions almost theoretical unless the amount in a 
10 ml. sample is less than 0-3 mg., when recovery may fall 
below 95%. The average recovery of sodium kemithal 
from blood and tissues was found to be 97-3+-4%. 

H. Cullumbine 


PENICILLIN 


30. Blood Levels of Penicillin after Various Forms of 
Oral Administration 

L. D. Seacer, W. G. SHOEMAKER, and G. WELLS. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 212, 90-93, July, 1946. 10 refs. 


Blood levels and urinary excretion following the 
administration of penicillin by the mouth in man have 
been investigated. Blood levels and urinary excretion 
are higher if the penicillin is given when the stomach is 
empty. A suspension of 100,000 units of penicillin in 
lanolin and sesame oil or in cocoa butter gives a detect- 
able level in the blood for a longer time than does a 
similar amount of penicillin dissolved in water. Enteric- 
coated capsules of penicillin in this base coated with a 
resin which dissolved only slowly in acid but rapidly in 
an alkaline medium were used, and produced levels in 
the blood 1-3 hours following administration 2-3 times 
as high as those obtainable with penicillin in the oil 
without a capsule. Penicillin adsorbed on aluminium 
hydroxide or on charcoal failed to give a detectable 
level in the blood; it is assumed that it is too firmly bound 
to be absorbed. 

[The observations with enteric-coated capsules are at 
variance with those of other observers where this proceed- 
ing has been found to reduce the blood level; it is possible 
that the results reported are due to the special coating 
used.] G. A. H. Buttle 


31. An Evaluation of Oral Penicillin with Reference to 
the Treatment of Urinary Tract Infections 

S. W. MULHOLLAND, L. D. SEAGER, R. E. MILLER, and 
W. SHOEMAKER. Pennsylvania Medical Journal [Penn. 
med. J.] 49, 1200-1204, Aug., 1946. 12 refs. 


A brief review is given of the use of penicillin in urinary 
tract infections, and the authors describe some experi- 
mental clinical studies they made in treatment with 
orally-administered penicillin, both alone and in con- 
junction with other medicaments as protective agents. 

In gonorrhoea they found that orally-administered 
penicillin was practical and satisfactory, though the best 
method of administration was by the intramuscular route, 
where accurate control of dosage was possible. In some 
cases they noted alteration in the character of the dis- 
charge as early as 2 hours after administration. The 


total number of cases treated is not given. The dosage 
required was 2-5 times that necessary by the intra- 
muscular route, which required 100,000 to 200,000 units, 

When penicillin was given alone in aqueous solution 
it was found that gastric acidity and the presence of food 
in the stomach prevented absorption. On an empty 
stomach, however, with a dose of 100,000 units of 
calcium penicillin in tap-water, 6-6-15-9% was excreted 
in the urine, and the blood levels varied from 0-03 to 
0-12 unit per ml. The use of capsules containing a base 
(saponified lanolin in sesame oil, 0-5-1-0 g. to 10,000- 
20,000 units penicillin) in order to prevent mixing with 
the gastric contents maintained a blood level of about 
0-04 unit per ml. for a period of 8 hours (average of 
8 cases). The penicillin was given orally in a dose of 
200,000 units every 5 hours. The urinary excretion 
varied from 3 to 20%. 

The most efficient method of administration appeared 
to be by the use of enteric-coated capsules containing a 
base of cocoa butter. The capsules were given to 10 
subjects in a dose of 100,000 units and repeated after 
3 hours. The average blood level after 1 hour was 
0-24 unit per ml. (compared with 0-07 unit for the 
lanolin and sesame oil mixture, and 0-12 unit for aqueous 
penicillin), while after 3 hours the average blood level 
was still maintained at 0-069 unit per ml. R. Wien 


32. Efficacy of the Penicillins 
EpiroriAL. Lancet [Lancet] 2, 387-388, Sept. 14, 1946. 
5 refs. 


There are several different penicillins with a common 
nucleus but different side-chains. Five have been 
isolated from mould cultures, 4 have been studied in 
detail; these are: 2-pentenyl, benzyl, p-hydroxybenzyl, 
and n-heptyl; in Britain these are named penicillins [, . 
II, III, and IV, and in the U.S.A. F, G, X, and K, respec- 
tively. These penicillins differ in their antibacterial power 
in vitro; against standard Staphylococcus aureus their 
relative values are 90, 100, 55, and 140; against a cultured 
Treponema pallidum, 53, 100, 50, and 75. These figures 
do not fully reflect their relative efficacy in vitro because 
other factors such as absorption, excretion, and rate of 
destruction, come in. Recent evidence suggests that 
penicillin IV (K) is much less efficacious in vivo than 
II (G); in the treatment of experimental syphilis IV (K) 
is only about one-tenth as effective as II (G); the explana- 
tion seems to be that penicillin IV (K) is more rapidly 
destroyed in the body. Up to 1944 the penicillin pro- 
duced on a commercial scale was mostly II (G), but since 
then changes in the method of manufacture have led to 
a fall in the active II (G) and a rise in the less active 
IV (K). Penicillin produced by these new methods is 
purer, and there is evidence that the purified is less effec- 
tive than the less pure preparations, especially in the 
treatment of syphilis. Fortunately, by the addition of 
specific precursors, it has been found possible to influence 
the mould in favour of II (G) production. But it is 
clear that a simple in vitro test against Staph. aureus is no 
longer sufficient for the assay of penicillin preparations; 
the relative content of the different penicillins must also 
be known. M. C. G. Israéls 
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33. Sweat Rashes resulting from Penicillin Therapy. 
(Exantemas deshidrdticos consecutivos a la penicilino- 
terapia) 

FE. Bassas GRAU. Medicina Clinica [Med. clin.] 6, 434—- 
437, June, 1946. 


Rashes of various kinds associated with treatment by 
penicillin have been recorded in Britain, but the author 
claims that those described in this paper are the first 
from Spain. Two cases are detailed and in each there 
was a mycotic infection of the foot. In the first, peni- 
cillin was given for gonorrhoea, 10,000 units being 
administered every 3 hours to a total of 100,000. After 
the fifth dose the patient had a severe itching of the hands 
and an eruption appeared which passed away without 
treatment, but the penicillin was stopped. After an 
interval of 5 days it was resumed and the rash reappeared. 
Allergic tests with 500 units proved negative. The 
second patient had had repeated attacks of intertrigo 
of hands and feet, and for 3 years an erythemato- 
squamous rash on the trunk which developed a lichenous 
character and appeared also on the elbows. He had 
suffered for 5 to 6 years before this from a chronic sup- 
purative otitis. It was on this account that the penicillin 
was given. After the first doses the lichenoid patches 
revived and vesicles appeared on the fingers and the 
backs of the hands, and these increased when he had 
received 200,000 units. In his case also tests of allergy 
to penicillin yielded negative results. 

In explanation the author considers the questions of 
allergy and the possible toxic effects of penicillin and 
discards both for lack of any positive evidence. He 


suggests that the drug, “‘ acting on persons predisposed, 
determines an increase of the toxi-allergy of the bacteria 
or fungi present,” and the sensitization to these gives rise 


to the rashes in question. H. Harold Scott 


34. Dermatitis due to Preparation and Administration 
of Penicillin Solution 


H. GoopMan. Archives of Dermatology and Syphilology 


[Arch. Derm. Syph., Chicago] 54, 206-208, Aug., 1946. 


1 ref. 


The case is recorded of an American physician, aged 
50, who developed acute vesicular eczema localized to 
those parts of his hands that had been in contact with 
sodium penicillin when he had, for 18 months, injected 
it into his patients. He applied a barrier cream and 
wore surgical rubber gloves, but then developed patches 
on the inner sides of his wrists, where they were touched 
by the penicillin-soiled fingers of the gloves in removing 
them. He also developed patches on the face, near the 
left ear, and about the left eyelids—these were attributed 
to their having been soiled with penicillin in removing the 
spectacles. The eyelids became darkened in colour. 
Blurring of vision in the left eye was noticed. The 
affected parts were treated with bentonite and talc, and 
fractional doses of unfiltered x rays were given to relieve 
itching. All contact with penicillin was stopped. Patch 
tests with sodium penicillin were positive. The spread 


stopped and the acute stage passed into a chronic scaly 
one. A year later the visual fields had become con- 
tracted and the physician colour-blind—he could not 
distinguish special colour charts in any combination. 
The affected parts of the skin continued to show an 
eczematous response to many things besides penicillin 
—things that had before been handled with impunity. 
Sunlight, too, led to a flare-up of the eyelids. The 
author thinks anyone handling penicillin should be 
warned to stop should any irritation of the skin develop. 
[Not all cases of skin troubles of the hands are cases 
of contact dermatitis, even in those handling external 
irritants. It would seem to the abstracter that, whenever 
possible, positive proof should be sought to avoid cases 
being wrongly labelled.] Geoffrey Duckworth 


35. Penicillin in Wound Exudates 
M. E. Fiorey, E. C. TURTON, and E.S. DutHrz. Lancet 
[Lancet] 2, 405-409, Sept. 21, 1946. 17 refs. 


The penicillin content of the exudates from 22 lacerated 
wounds was determined after the administration of 
penicillin either by local application or by injection. To 
eliminate sources of error from other inhibitory factors 
and from contaminating bacteria, and so ensure that 
penicillin alone was assayed, the following method of 
extraction was developed. Samples were centrifuged 
and the clear supernatant fluid diluted with saline to make 
a minimum of 0-4 ml. Ammonium sulphate, equal by 
weight in grammes to half the volume in ml., was added 
and the mixture centrifuged at 4,500 r.p.m. for about 
20 minutes. An equal volume of amyl acetate was added 
to the supernatant fluid and N/3 hydrochloric acid 
added gradually, with constant shaking, until the pH was 
2. The supernatant amyl acetate was removed and an 
equal volume of M/15 phosphate buffer at pH 7 added, 
shaken and centrifuged. The phosphate layer was 
removed for penicillin assay. Heatley’s drop-on-slide 
and cylinder-plate methods were used for the assay. 

It was found that after giving 100,000 units intra- 
muscularly to 11 casualties, whose wounds were 4 to 61 
days old, penicillin was always detected in the exudates 
(0-02-0-32 unit per ml.) up to 8 hours after injection and 
was still present in 50% of the exudates after 12 hours. 
After the first hour the blood penicillin level fell more 
rapidly than the exudate penicillin level. Penicillin was 
still detectable in the urine after 24 hours. When a dose 
of 100,000 units was given locally into wounds 9 to 67 days 
old, penicillin could always be detected in the exudates 48 
hours, in the blood 4 hours, and in the urine 24 hours 
later. In 50% of the cases it could be detected in the 
exudates after 60 to 72 hours, in the blood after 6 hours, 
and in the urine after 48 hours. These time limits were 
irrespective of the age, bacterial flora, pH, or consistence 
of the wound exudate. 

The advantages of local implantation of penicillin over 
intramuscular administration—its greater value unit for 
unit in controlling infection, the avoidance of the un- 
desirable effects, discomfort and pain—are discussed. 

_H. Cullumbine 
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36. Treatment of Various Infections with Penicillin X, 
with a Preliminary Note on the Value of Penicillin X in 
Scarlet Fever 

H. L. Hirsu, H. F. and L. K. Sweet. Annals 
of Internal Medicine [Ann. intern. Med.] 25, 78-87, July, 
1946, 1 fig., 8 refs. 


Penicillin X is a fraction obtained from cultures of the 
same mould which produces penicillin G (‘‘ regular” 
penicillin). It differs from penicillin G in the method by 
which it is extracted, and is usually found more abundantly 
in flask-grown penicillin. Comparisons were made on 
the penicillin concentration in the sera of 8 patients at 
various intervals of time after the intramuscular injection 
of 50,000 units of penicillin X and crystalline penicillin G. 
Although the serum concentrations were the same for 
both types of penicillin 1 hour after the injection, they 
were thereafter higher for penicillin X than for penicillin 
G, being significant for at least 6 hours and detectable 
for 8 hours with the former, whereas they were not 
detectable with the latter after 3 hours. A satisfactory 
therapeutic response can thus be obtained with penicillin 
X when 50,000 units is injected as infrequently as every 
6hours. Otherwise no evidence was found that penicillin 
X produced better clinical results than penicillin G in a 
series of patients suffering from haemolytic streptococcal, 
pneumococcal, staphylococcal, and gonococcal infections, 
nor did it prove effective in infections which had proved 
resistant to penicillin G. A comparison was made of the 
course of scarlet fever in patients receiving penicillin 
compared with those treated by other methods. The 
results seemed to warrant a further trial of penicillin in 
scarlet fever, as they suggested that penicillin decreased 
the length of the febrile period and reduced the number of 
complications. D. M. Dunlop 


37. Lack of Action of Penicillin in Rabies. 
ina no tiene accion en la rabia) 
P. ReEMLINGER and J. BAILLY. 
colon.] 8, 3-5, July 1, 1946. 
Penicillin does not destroy the virus of rabies in vitro 
and has no preventive action in rabbits. 
G. M. Findlay 


(La penicil- 


Medicina Colonial (Med. 


38. The Present Status of Penicillin 
W. S. Priest. Industrial Medicine [Industr. Med.) 15, 
434-436, July, 1946. 


39. A Spectrophotometric Method for the Determina- 
tion of Penicillin 

R. M. Herriorr. Journal of Biological Chemistry [J. 
biol. Chem. 164, 725-736, Aug., 1946. 6 figs., 5 refs. 


OTHER ANTIBIOTICS 


40. Influence of Glucose in the Assay of Streptomycin 
G. Sykes and M. Lums. Nature [Nature, Lond.] 158, 
271, Aug. 24, 1946. 4 refs. 

Waksman et al. (Proc. Mayo Clin., 1944, 19) reported 
that the addition of 2 mg. of glucose to 10 ml. of agar 


reduced the potency of streptomycin by one-half. The 
authors, using a ring-plate method, also obtained a 
decline in potency when employing E. coli and B. subtilis 
as test organisms and nutrient agar as medium, the 
decline being dependent on the amount of glucose added, 
No decline in potency, however, was observed when 
E. coli was grown on a bile-salt-lactose agar medium, 
By adding glucose to the streptomycin solution instead of 
to the medium the antibiotic activity was almost halved 
when using B. subtilis. No such loss was observed 
against E. coli when employing either of the media. The 
authors conclude that acid production by the test organ- 
isms or the reducing properties of glucose cannot be 
solely responsible for the phenomena encountered. 
R. Salm 


41. Streptomycin in Pediatrics 
Journal of Pediatrics |J. Pediat.) 29, 


H. E. ALEXANDER. 
192-198, Aug., 1946. 


This paper describes in vitro sensitivity tests to deter- 
mine the therapeutic efficiency of streptomycin in infections 
caused by Gram-negative bacilli. The tests were done 
with strains of Haemophilus influenzae. The inoculum 
was large (3-1,700 million organisms), the medium was 
optimal (Levinthal broth and agar), and the incubation 
period was 48 hours. A 2 mm. platinum loop of each 
strain was seeded on the culture medium containing 
varying concentrations of streptomycin ranging from 
0-5—10-8 units per ml. Fifty strains were studied and all 
were completely inhibited in the above concentrations. 
Resistant strains, after beginning streptomycin treatment, 
continued to thrive in the presence of high concentrations, 
The development of resistant strains is a selective process, 
which eliminates the sensitive organisms and therefore 
allows the emergence of resistant strains which interfere 
with therapeutic efficiency. 

The treatment of 25 patients having type B H. influenzae 
meningitis is described. Treatment was given by 
streptomycin alone, or in conjunction with sulphadiazine 
and rabbit antiserum. The details of streptomycin 
therapy are as follows. Streptomycin 20,000 units per 
Ib. (0-45 kilo) of body weight was given intramuscularly 
by 8 daily doses of 50,000 units or less per ml. in a total 
volume of 240 ml. of saline; 25,000—50,000 units was 
also given intrathecally daily. Duration of treatment was 
5 days; no toxiceffects were seen. Twelve of the patients 
recovered, but in 2 of 5 patients with severe clinical 
disease streptomycin failed to eradicate resistant strains. 
In severe cases treatment with streptomycin, rabbit 
antiserum, and sulphadiazine is recommended. 

Streptomycin is indicated in the following conditions: 

A. Streptomycin alone: (1) any type of H. influenzae 
meningitis of mild or average severity; (2) tularaemia; 
(3) Proteus or Pseudomonas infections of urinary tract, 
blood, or meninges; (4) severe cases of typhoid or 
brucellosis; (5) urinary tract infection after failure with 
sulphonamides. 

B. Streptomycinand sulphadiazine: (1) Gram-negative 
infections of blood or meninges originating in the in- 


_ testinal tract; (2) severe H. influenzae meningitis of types 


other than B. 
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C. Streptomycin, sulphadiazine, and rabbit antiserum: 
(1) severe type B H. influenzae meningitis. 

D. Streptomycin may prove effective against bacillary 
dysentery, some of the Salmonella types, Klebsiella 
pneumoniae, and Haemophilus pertussis. 

{No reference is made to the use of streptomycin in 
tuberculous infection.] A. G. Watkins 


42. The Antibiotic Action of Vitamin K. Preliminary 
Note. (Sull’azione antibiotica della vitamina K. Nota 
preventiva) 

F. MuLé. Policlinico [Policlinico] sez. prat., 53, 653-655, 
Aug. 5-12, 1946. 2 figs., 6 refs. 


The chemical constitution of vitamin K corresponds to 
2-methyl-3-phytyl-1 : 4-naphthoquinone, and this is 
important for the following reasons: (1) The quinone 
can be transformed into hydroquinone; it belongs, 
therefore, to the redox systems. (2) The quinones 
possess the ability to imitate biological.actions. (3) The 
action of vitamin K depends in particular on the methyl 
group and on the ketone radicals. (4) Vitamin K takes 
part in the various steps of the oxidation and reduction 
processes of internal respiration, as a catalyst. 

The action of vitamin K on some pathogenic bacteria 
in vitro was studied by the author. The bacteria ex- 
amined were: (1) Staphylococcus aureus; (2) Strepto- 
coccus haemolyticus; (3) Streptococcus of. erysipelas; 
(4) B. typhosum and paratyphosum B; (5) Brucella 
melitensis; (6) Bacillus anthracis; (7) Diplococcus 
pneumoniae; (8) Neisseria meningitidis; (9) Coryne- 
bacterium diphtheriae. The experiments were carried out 
on fluid and solid media. : 

In the control series in broth there was an abundance 
of growth of the various organisms after 12 hours with 
the exception of Br. melitensis, which developed after 
24 hours; in the series containing vitamin K, however, 
there was a retardation of growth varying according to 
the type. After 12 hours’ incubation there was only a 
light growth in the tubes with typhoid and paratyphoid 
bacilli and pneumococci; all the other tubes were clear. 
After 24 hours only the staphylococcus had grown as 
well as the control; in the other tubes there was a slight 
opacity at the bottom. After 48 hours there was a 
regression of the opacity in all tubes except those with the 
staphylococcus and the anthrax bacillus. 

The test tubes which contained ihe meningococcus 
and C. diphtheriae appeared clear. After 48 hours 
the tubes with streptococcus and with the anthrax 
bacillus were clouded like the controls. In the other 
tubes there was a varied turbidity. The tubes with the 
meningococcus and C. diphtheriae remained clear. 
After 120 hours in the thermostat, the growth was similar 
in all tubes except in that with the typhoid bacillus, in 
which the opacity diminished, and in that of the meningo- 
coccus, which remained clear. ‘. 

It was concluded that vitamin K has a bacteriostatic 
action on the bacteria examined in fluid media and in 
some it achieves complete inhibition of growth. 

On agar after 72 hours there was a zone of inhibition 
of the growth of organisms around the vitamin K varying 


from 1 to 2 cm. on the plates containing staphylococci, 
B. anthracis, and Br. melitensis. No area of inhibition 
was seen on the plates containing the other germs. The 
cause of the diversity of results obtained on liquid and 
solid media is unknown. V. C. Medvei 


43. Antibacterial Substances in Water Extracts of 
Pure Forest Litter 

E. MELIN and T. WIKEN. Nature (Nature, Lond.] 158, 
200-201, Aug. 10, 1946. 4 refs. 


This paper describes the preparation of cold-water 
extracts from single species litter of Swedish forest trees 
which contain antibacterial substances. Air-dried, 
ground samples of single species litter are thoroughly 
mixed with distilled water in a proportion of 1:5 
(v/v?) and kept at 4° C. for 24 hours. The extract is 
then passed through filter paper in a Biichner funnel and 
divided into 6 pcrtions, the various portions being used 
untreated, saturated with chloroform, autoclaved for 
15 minutes at 120° C., passed through a Seitz filter, or 
filtered and autoclaved. The antibiotic properties of a 
variety of litter extracts were tested against a strain of 
Staphylococcus aureus, using a cup-plate method. 
Before incubating, the plates were first kept 2 hours at 
room temperature. Of the litter extracts tested only 2 
proved to be effective. That derived from Acer 
platanoides possessed inhibitory activity in all the fractions 
prepared, showing a halo of about 20 mm. The extract 
of Quercus robur exhibited antibiotic properties con- 
stantly only after autoclaving, the zone being 10 mm. 
wide. These inhibitory substances were found to be 
dialysable through a “‘ cellophane ’’ membrane. The pH 
of the extracts is not recorded. Watery extracts from the 
above species, when freshly picked, have previously 
been reported to lack inhibitory action against Staph. 
aureus (E. M. Osborn, Brit. J. exp. Path., 1943, 24, 227). 

R. Salm 


SULPHONAMIDES 


44. The Concentration of Sulphonamide in Bronchial 
or Respiratory Tract Fluid following Oral Administration 
E. M. Boyp and J. A. S. DorrANce. Revue Canadienne 
de Biologie [Rev. canad. Biol.] 3, 257-264, 1946. 2 figs., 
8 refs. 


The extensive use of sulphonamides in the treatment of 
infections of the respiratory tract prompted the authors 
to determine the concentrations found in the bronchial or 
respiratory tract fluid. The fluid was collected from a 
tube tied into the trachea. The sulphonamides investi- 
gated included sulphanilamide, sulphathiazole, sulpha- 
diazine, and sulphamerazine. About 200 animals, com- 
prising guinea-pigs, rabbits, cats, dogs, and hens, were 
employed for the experiments. The compounds were all 
administered orally by stomach tube in a dose of 0-1 g. 
per kilo body weight. Estimations were made hourly 
for 4 hours both in respiratory-tract fluid and in venous 
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blood. 
of combined sulphonamide in the bronchial fluid was 
almost the same as that found in blood, indicating that 
these sulphonamides freely appear in the bronchial fluid 
after oral administration. Taking average values, the 
concentrations of free sulphonamide at the end of the 
first hour were 39 and 33 mg. per 100 ml. in fluid and 
blood respectively, and at the end of 4 hours the figures 
were 32 and 40 mg. per 100 ml. respectively. 
R. Wien’ 


45. A Clinical Study of Sulphonamide Dermatitis 

B. Puirurs. British Journal of Dermatology and 
Syphilis (Brit. J. Derm.) 58, 213-227, Sept.—Oct., 1946. 
2 figs., 11 refs. 


Quite apart from the toxic rashes that may be seen 
in patients having sulphonamide treatment, serious 
sensitization eruptions occur. In a sensitized person 
they may occur within a few hours of taking a very small 
dose (0-125 g.) by the mouth, or follow a local application, 
when the lesion treated immediately becomes worse and 
the sensitization picture subsequently develops. The 
first local use of a sulphonamide for more than 4 days 
may lead to sensitization, marked by a worsening of the 
original lesion, by the development of a dermatitis 
surrounding it, and then by an explosive generalized 
eczematous reaction. Local applications may be helpful 
in some diseases, but they should not be used for more 
than 4 days, and not at all if the patient has been sensitized. 
If there is any doubt about the patient’s being sensitive— 


if he has had sulphonamides before—a patch test with 
5% sulphanilamide cream (made up with Janette wax 
SX) should be performed, and he should be examined 


48 hours later. If the result is doubtful or negative, 1 g. 
of sulphanilamide should be given by the mouth. If the 
patient is sensitized the patch test will react positively 
within the following 8 hours. This combined patch-and- 
oral test is 100°{ accurate, whereas the patch test alone is 
only 68°% so. 

This article is based on the personal observation of 
2,430 patients in the B.L.A. Of these, 100 (4:11%) had 
sulphonamide dermatitis, and a further 100 people who 
had never had any sulphonamide treatment before were 
selected as one series of controls with a third 100 who had 
had some previously, and who might or might not be 
sensitized. The author agrees that sulphonamide 
sensitization dermatitis is an allergic manifestation. It 
was never seen in those in whom sulphonamides were 
used for the first time. In 61 cases, in which sensitization 
had occurred, this had been caused by local applications 
in 45, and oral administration in 16. In 39 cases the 
sensitization dermatitis was produced by the continued 
use of sulphonamides externally. In 44 cases local 
applications precipitated the dermatitis, and in 17 this 
followed treatment by mouth. But in no case did treat- 
ment by mouth alone lead to dermatitis even though the 
first course of sulphonamide had in some cases caused 
sensitization—contact with the epidermis itself was 
necessary either in the sensitizing or in the precipitating 
phase. Sixteen cases were sensitized by mouth and 


It was found that the concentration of free and 


’ further 10 ml. 48 hours later. 


subsequently developed sensitization dermatitis when 
treated with local applications. 

A variety of sulphonamides were used, and a complete 
lack of specificity was found. Any one might produce 
sensitization, with subsequent dermatitis developing when 
this, or any other sulphonamide was used afterwards, 
Quantities needed to cause sensitization varied very 
widely (from 7 to 168 external applications, and from 
7 to 88 g. by mouth). Similarly, the time over which the 
sensitizing doses or applications were spread varied from 
7 to 112 days for the latter, and from 4 to 10 days for 
the former (oral). In the treatment of sulphonamide 
sensitization dermatitis, which usually affects the face and 
upper limbs, followed by the trunk and genitalia, auto- 
haemotherapy was apparently helpful in shortening 
the acute stage from 7 to 4 days—10 ml. of whole blood 
was given as soon as the diagnosis was made, and a 
The author comments on 
the development of a pompholyx eruption (backs of 
hands and fingers), of a papulo-vesicular or even bullous 
or haemorrhagic type. He considers this almost patho- 
gnomonic. His cases took 4 to 6 weeks before being 
ready for discharge from hospital. 

[The term eczema might with advantage be substituted 
for sensitization dermatitis. It would make the paper 
easier to read and grasp, and would distinguish these 
cases from the toxic eruptions, often called sulphonamide 
dermatitis.] Geoffrey Duckworth 


46. The Pathology of Sulfonamide Allergy in Man 

R. H. More, G. C. MCMILLAN, and G. L. Durr. 
American Journal of Pathvlogy {Amer. J. Path.] 22, 703- 
735, July, 1946. 12 figs., 43 refs. 


In a review of a series of 2,000 post-mortem examina- 
tions made during 1940-4 inclusive it was found that 
75 cases had received drugs of the sulphonamide group. 
From these were selected 22 cases in which lesions con- 
sidered to be due to these drugs were present. In making 
the selection cases with lesions attributable to other 
demonstrable causes were rejected. The presence of 
infecting micro-organisms was excluded so far as possible 
by post-mortem blood cultures and by suitable staining 
of the lesions. For control purposes records of 400 
necropsies performed in 1930 and 1931 were reviewed; 
in no instance were lesions found such as those to be 
described, except where there was adequate cause. 

A detailed analysis in tabular form is presented of 
clinical data and attributable lesions. Ages ranged from 
5 to 84 years, but patients were principally in middle 
age; 82% were males. The total dosage of sulphon- 
amides ranged from 5 g. to 206 g. (75—3,100 gr.), and 
sulphathiazole was the drug most commonly used. 
Eleven showed unusual response to the drugs. 

Both naked-eye and histological changes are described, 
the lesions falling into 5 groups classified as “‘ necrotic, 
granulomatous, interstitial inflammatory, polyvascular 
inflammatory, and miscellaneous”. Necrotic lesions 
were found in the liver and bone marrow; in the former 
in 2 cases it was massive in character. Granulomatous 


SULPHONAMIDES 


lesions (visible to the naked eye in 1 case only) were . 


common in the heart, liver, and kidney, and there were 
isolated lesions in the lung, bronchus, peritoneum (due to 
local application), and in the callus of a healing fracture. 
Interstitial inflammatory lesions were found in the heart 
(6 cases), liver (1 case), and kidneys (7 cases). Poly- 
vasculitis occurred in 7 cases, and in all the large viscera 
except the heart, but principally in the liver and kidneys: 
all coats of arterioles and small arteries were involved, 
with necrosis of the media. ‘‘ Trabeculitis ” of the spleen, 
claimed by the authors to be a lesion hitherto undescribed, 
was found in 6 cases. Much of the trabecular system 
showed fibrinoid necrosis, monocytic infiltration, and 
loss of elastic tissue. A pure nephrosis is described in 
1 case. 

The pathogenesis of the lesions is discussed at some 
length, and the belief is expressed that the chief value of 
the report lies . its relation-to the general problem of 
allergy in man. W. S. Killpack 


47. Hypersensitivity in the Pathogenesis of the Histo- 
pathologic Changes Associated with Sulfonamide Chemo- 
therapy 

A. J. FRENCH. American Journal of Pathology [Amer. J. 
Path.} 22, 679-701, July, 1946. 14 figs., 19 refs. 


From a series of more than 500 cases in which various 
types of lesion had resulted from the administration of 
sulphonamides the author has selected 78 from which 
complicating diseases could be safely excluded: 76 of 
the cases were fatal and necropsy material was available; 
from the 2 remaining cases skin biopsy material was 
studied. The total dosage of sulphonamide drugs given 
during the terminai illness ranged from 8 to 340g. No 
case was included in the series in which death had oc- 
curred more than 1 month after the cessation of therapy. 
Fourteen cases received more than one course, and in 
about half there was clinical evidence of sulphonamide 
sensitivity. 

No mention is made of naked-eye appearances but 
histological changes were found to be widespread. 
Attention is drawn to the characteristic occurrence of 
the eosinophil leucocyte in all the lesions. In the heart 
interstitial and perivascular lesions were present, as 
well as in all coats of the arterioles; there were also 
subserous and interstitial haemorrhages. In one case 
extensive and in a second an isolated focus of calcifica- 
tion of myocardial fibres was found. The liver lesions 
showed all degrees of change from local cell infiltration 
to minute abscess formation. Similar alterations were 
seen in the kidneys in about half the cases, with occasional 
vascular lesions and haemorrhages; tubular changes 
were mainly confined to the distal portion of the nephron 
with a few deposits of sulphonamide crystals. Lesions 
were found in most of the other organs of the body, 
notably in the lung, spleen, lymph nodes, and testis. 
Sections of skin from 2 of the fatal cases as well as from 
the 2 biopsies showed eosinophilic infiltration and 
changes resembling those of erythema multiforme and 
erythema nodosum. 

The author considers that the lesions described had 


occurred in patients who had been sensitized to sulphon- 
amides and that many of the changes found were sufficient 
to cause death. W. S. Killpack 


48. Necrotizing Arterial Lesions Resembling those of - 
Periarteritis Nodosa and Focal Visceral Necrosis Following 
Administration of Sulfathiazole. Report of a Case 

L. LICHTENSTEIN and L. J. Fox. American Journal of 


Pathology [Amer. J. Path.] 22, 665-677, July, 1946. 
10 figs., 20 refs. 


Following the introduction of about 5 g. of sulpha- 
thiazole into a clean surgical wound (open reduction of a 
dislocated humerus), an elderly negress developed a 
** chill ” with a skin eruption; 1 g. of sulphathiazole was 
given every 4 hours and discontinued after 31-5 g. had 
been administered. A few days later albuminuria and 
haematuria occurred, shortly followed by oliguria and 
azotaemia; the serum cholesterol and serum bilirubin 
were increased; the patient died 3 weeks from the date 
of operation. 

At necropsy a healing rash was found and the operation 
wound was oedematous and indurated. There was 
cloudy swelling of the viscera, but no striking gross 
changes. Microscopy revealed widespread lesions of 
2 types: areas of focal necrosis, and necrotizing arterial 
lesions resembling those of periarteritis nodosa. The 
former were most numerous in the heart and pancreas, 
but were readily found in other viscera; infiltration with 
eosinophils was a constant finding. The vascular lesions 
were most advanced in the kidneys: all coats of the 
vessels were involved and again eosinophils were present 
in the exudate. The authors conclude that the final 
pathological picture was due to hypersensitivity to 
sulphathiazole. W. S. Killpack 


49. Observations on the Activity in Vitro of Succinyl- 
sulfathiazole and Phthalylsulfathiazole 

H. J. FLoRESTANO and J. F. KENNEDY. Journal of Labora- 
tory and Clinical Medicine [{J. Lab. clin. Med.] 31, 757- 


762, July, 1946. 11 refs. 


Conflicting reports have appeared on the in vitro 
activity against certain bacteria of succinylsulphathiazole 
and phthalylsulphathiazole, neither of which should theo- 
retically have any action. Commercial samples of both 
drugs were found to contain diazotizable material, and 
when solutions (16-128 mg.%%) in buffered water (pH 7-0) 
were autoclaved at 15 lb. (6-8 kg.) pressure for 5 and 20 
minutes the diazotizable material increased, for succinyl- 
sulphathiazole about 2 and 3 times and for phthalyl- 
sulphathiazole about 8 and 16 times respectively; no 
change in pH occurred during autoclaving. When 
Seitz-filtered or autoclaved solutions were tested by serial 
dilution against Escherichia coli, the end-points were 
identical with those obtained by using concentrations of 
free sulphathiazole corresponding to the free diazotiz- 
able material present in the N*-acylated sulphathiazole 
solutions. It is concluded that succinylsulphathiazole 
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and phthalylsulphathiazole contain sulphathiazole as an 
impurity and that its presence accounts for the in vitro 
activity of these drugs. H. R. Ing 


TOXICOLOGY 


50. The Factor of Age in Determining the Toxicity of 
Certain Poisons 

W. De B. MaAcNiper. Journal of Gerontology [J. 
Gerontol.] 1, 189-195, April, 1946. 10 refs. 


In experiments on dogs of two age-groups, puppies and 
adult dogs, it was found that the influence of three toxic 
substances, ether, chloroform, and uranium nitrate, is 
determined by the age of the animals. Regardless of the 
agent employed, the reaction was of the same general 
order but the courses varied, dependent upon ultimate 
recovery or death. The dogs became glycosuric and 
albuminuric and showed evidence of a ketosis and a 
reduction in the alkali reserve of the blood. The renal 
epithelium showed oedema with or without vacuolation 
and an increase of intracellular stainable lipoid material. 
These changes increased in intensity as the animals 
advanced in age. In certain very old animals, however, 
in which there had occurred a change in cell type in the 
proximal convoluted tubule from a specialized type of 
cell to a flattened, poorly differentiated type, structural 
resistance to the three agents was shown. The chemical 
changes and the localized structural alterations as 
demonstrated by the ability of such cells to take up water 
and to accumulate lipoid material would suggest that 
such changes developed because of inhibition of the 
intracellular processes of oxidation. It follows that either 
such processes are more easily depressed in ageing tissue, 
or that when the same degree of inhibition is exercised 
in intracellular oxidation-reduction systems the degree 
of depression is more marked in older animals. Such an 
explanation emphasizes that to understand the ageing 
process morphologic changes in cells and the chemical 
changes in the cells and body fluid must be correlated.— 
[Editorial abstract.] 


51. Hyperbilirubinaemia in Jaundice due to Cinchophen 
(Atophan). (La_ hiperbilirrubinemia indirecta en la 
ictericia por atofan (cincophen)) 

B. VARELA and O. M. Pereyra. Dia Médico 
[Dia méd.] 18, 721-726, June 17, 1946. 65 refs. 


A review of the literature of cinchophen jaundice 
indicates a mortality of about 50°, with a toxic dose 
ranging from 1 g. to over 500 g. Jaundice often devel~ps 
2 or 3 months after use of: the drug has ceased, anu a 
diagnosis of infective hepatitis may be made in error. 
Two principal clinical types may be recognized: one 
clinically indistinguishable from infective hepatitis, the 
other a form of acute yellow atrophy, which is usually 
fatal. Two personal and 3 other cases are described. 
In the personal cases, quantitative studies of blood 
cholesterol and of both direct and indirect bilirubin 
were made. At the height of the jaundice direct bili- 
rubin was present in great excess, but an appreciable 


amount of indirect bilirubin (1-3 mg.%) was present 
throughout the illness, and in the later stages formed a 
considerable proportion of the total bilirubin. This is 
regarded as evidence of damage to the liver cells, and in 
association with a low, or falling, blood cholesterol is 
thought to indicate gross liver-cell damage and to be of 
some prognostic value. G. Discombe 


52. Experimental Researches on _  Anti-barbiturates, 
(Recherches expérimentales sur diverses substances 
antagonistes des barbituriques) 

P. Divry and E. Evrarp. Journal Belge de Neurologie 
et de Psychiatrie [J. belge Neurol.] 44-46, 241-248, April, 
1946. 5 refs. 


If drugs of the barbiturate series are injected intra- 
venously into cats with decerebrate rigidity they abolish 
postural tone and mucocutaneous reflexes; the tendon 
reflexes remain active. This effect can be used as a test 
for the relative potency of drugs that antagonize the 
barbiturates. The most active antagonists are: leptazol 
(100%), caffeine (92%), ephedrine (83°,), and picrotoxin 
(80%); actedron, desoxyephedrine (pervitin), pilo- 
carpine, and nikethamide (coramine) were all less active. 
Strychnine produces a generalized hypertonia which 
obscures the effect on postural tone. 

[The percentage value indicates the proportion of 
treated cats in which there appeared to be a complete 
antagonism. The results presented are based on a small 
number of animals and are not evaluated statistically.] 

H. M. Adam 


53. Pethidine Addiction. (Un caso de dolantinismo) 
J. Sous. Revista Clinica Espaiiola (Rev. clin. esp.) 22, 
48-50, July 15, 1946. 7 refs. 


A woman, aged 48 years, with an asthenic habitus 
and an obstinate “ hypoparanoid”’ personality had 
suffered for 10 years from ulcerative colitis and during 
this period had become addicted to morphine, reaching 
in 1944 a total of 0-12 g. daily. On this dose her 
personality defects became prominent, and an attempt 
was made to substitute pethidine for the morphine, an 
initial dose of 1 g. daily being given, but after a few 
weeks her psychological difficulties led her to increase 
the dose, which ultimately reached 5 g. in 24 hours. 
She was admitted to hospital for a rapid “‘ dishabituation” 
by Sakel’s method. She had lost 10 kg. weight, suffered 
from anorexia and diarrhoea, and was pale with a sub- 
normal temperature. Withdrawal symptoms were severe: 
diarrhoea, sweating, vomiting, and sensation of cold 
occurred, the sensation of cold being the most persistent. 
The loss of fluid was treated by parenteral glucose-saline, 
and atropine was given. From the seventh day the appe- 
tite returned, but insomnia became troublesome; by the 
twenty-fifth day she was symptom-free, and was discharged 
on the thirty-eighth day, having gained 12 kg. in weight. 
No relapse had occurred a year later. During with- 
drawal the psychological symptoms appeared less intense 
and the physical symptoms more intense than with 
morphine. G. Discombe 
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54. Clinical Experiences with a New Antihistaminic Drug 
C. H. EyverMANN. Journal of Allergy [J. Allergy] 17, 
210-216, July, 1946. 2 refs. 


Fifty-two cases of hay-fever (4 grass-sensitive and 48 
ragweed-sensitive) were treated with f-dimethylamino- 
ethyl benzhydryl ether hydrochloride. Complete relief 
occurred in 67%, partial relief in 23%, while no relief was 
obtained in 9%. The patients took 50 mg. when they 
expected the most discomfort and further doses of 
50 mg. as needed for discomfort, if necessary, at 4- to 
8-hourly intervals. Side-reactions occurred in 20 cases: 
somnolence in 10, ** dry ’’ nose in 5, vertigo in 3, nausea 
in 2, weakness and nervousness in 2, and palpitation, 
insomnia, and abdominal cramp in 1 instance each. As 
a rule the side-effects became less with continuation of 
the drug, but it had to be stopped in 1 case because of 
somnolence and in another because of vertigo. 

In 16 cases of asthma—some extrinsic, some intrinsic, 
and some both extrinsic and intrinsic—the drug in doses 
of 50-100 mg. relieved mild wheezing in 31%, but the 
relief was less satisfactory than that obtained from 
0-03 g. of ephedrine.. No severe attacks were eased by 
these doses. Of 14 cases of chronic urticaria complete 
relief was obtained in 12, by doses varying from 
50 mg. to 250 mg. daily. Of 4 cases with perennial 
vasomotor rhinitis, 3 were relieved. The drug had no 
effect in 5 cases of primary nasal polyposis, one with 
vernal conjunctivitis, and one with dysmenorrhoea and 
migraine. The action of the drug is temporary and, in 
the cases relieved of symptoms, discontinuance resulted 
in a return of the symptoms. D. A. Williams 


55. Treatment of Hypertension with Caprylic Ether. 
(La terapia con etere ottilico dell’ipertensione arteriosa) 
S. BANNO. Riforma Medica [Rif. med.] 60, 331-336, 
July 15, 1946. 


The author starts by enumerating the many forms of 
treatment which have been proposed and tried from time 
to time for arteriosclerosis and hypertension, including 
physical and mental rest, residence at low altitudes, 
restrictions in diet and drink, vegetarianism, prohibition 
of tobacco, diathermy, drugs by the score, surgical 
operations on the sympathetic, and lumbar puncture, 
and goes on to state the advantages of caprvlic deri- 
vatives. These have been found in the fruit of Heracleum 
spondylium, H. giganteum, and Pastinaca sativa. They 
were introduced into therapeutics, says the author, by 
A. Clerc, R. Paris, and S. Sterne [but no reference is 
given], and “* marked diminution of tension and arterial 
pressure ” resulted from “‘ intravenous administration of 
a 1 in 10,000 solution of the caprylic alcohol”. In 
addition, it has a haemostatic action if 15 ml. of a 1 in 
1,000 solution is injected intravenously, but it acts only 
in “ essential hypertension ” not in hypertension due to 
other causes. The bromine compound of caprylic 
ether is said to produce an immediate reduction of pres- 
sure by 25 mm. Hg, but its action is short-lived. The 


sulphocyanide is less effective and more toxic. Caprylic 
ether is an oily liquid, soluble in ethyl ether and ethyl 
alcohol, insoluble in water. Experimentally, in rabbits, 
2 mg. per kilo injected intravenously causes a fall of 
20-30 mm. in blood pressure lasting for 14 to 2 minutes, 
then a rise succeeded by a second fall of 50-70 mm., 
which is more lasting [time not stated], and then a gradual 
return to the normal. The drug has also a spasmolytic 
action on the musculature of the bowel. 

Several cases are quoted in detail and others are referred 
to. As a rule the first injections were 3 cg. of caprylic 
ether, but the effect of such a dose was small, a reduction 
of 5 mm. or so, and transient, so it was raised to 5 cg. 
injected daily for 6 days. 

[The benefit claimed is hardly borne out by the detailed 
results given. It must be remembered that rest in bed 
and regulation of diet were enjoined at the same time.] 

Hi. Harold Scott 


56. Histamine Antagonists. II. Summary of Develop- 
ments in Nonspecific Inhibition of Histamine, Anaphylaxis, 
and Allergy 

S. M. FemnserG. Journal of Allergy [J. Allergy] 17, 217- 
230, July, 1946. 8 figs., 54 refs. 


57. Digitalis. 
of Digitoxin 
F. K. Bett and J.C. KRANtTz. Journal of Pharmacology 
and Experimental Therapeutics {J. Pharmacol.] 87, 198- 
202, July, 1946. 1 fig., 4 refs. 


If. A Chemical Evaluation of Tablets 


58. - Effects of (1+) Glutamic Acid and Other Agents on 
Experimental Seizures 

L. S. GoopMan, E. A. SwinyArbD, and J. E. P. TOMAN. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 56, 20-29, July, 1946. 25 refs. 


Glutamic acid is said to be of value in the treatment of 
petit mal and psychomotor epilepsy. An attempt was 
made to confirm this experimentally. Mice, rats, cats, 
rabbits, and monkeys were used. Convulsions were 
produced by electric shock and by metrazol. The 
electric shock threshold was lowered by hydration. 
Electroencephalographs were recorded. Glutamic acid 
was compared with phenobarbital, diphenylhydantoin, 
tridione (3,5,5-trimethyloxazolidine-2,4-dione), and 
dimethyl-N-methyl barbituric acid. Glutamic acid 
showed neither anti-convulsant nor analeptic action, 
either in single large or repeated small doses. It was 
ineffective in the prevention or modification of electrical 
or chemically induced convulsions, and had no effect on 
electroencephalographic changes, unlike the other drugs 
tested. If the clinical efficacy of glutamic acid is sub- 
stantiated, the method of its action is likely to prove 
different from that of the known anti-convulsant drugs. 
7 Hugh G. Garland 
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Radiology 


A. E. BARCLAY, P. DANIEL, H. M. Powet, and M. M. L. 
PRICHARD. Journal of Physiology [J. Physiol.] 105, 28P- 
29P, Sept. 18, 1946. 


Recent interest in the renal circulation has necessi- 
tated an improved form of visualization of the intrarenal 
vascular distribution. It has been found that ordinary 
radiographic techniques do not give sufficien: efinition. 
The authors here describe an improved form of radio- 
micrography which they have found to give satisfactory 
results. They have used an old gas x-ray tube of the 
Shearer type with a high-resolution film. They find they 
are able to make photographic enlargements up to 28 
diameters, and exposures have been made from sections 
of kidneys from about 50 to 150 in thickness taken 
from rabbits which had been previously injected during 
life with radio-opaque medium. In particular they were 
able to observe the intrarenal vascular distribution by 
means of stereoscopic radiographs. 

[This technique opens up a new field of investigation 
and promises to be a valuable aid in understanding the 
more minute blood supply of many organs.] 

E. M. Darmady 


60. Reproductions of Radiographs by Solarization 
D. G. MAITLAND. Medical Journal of Australia [Med. 
J. Aust.) 2, 273-274, Aug. 24, 1946. 1 fig. 


A method is described for the rapid reproduction of 
full-sized radiographs on standard x-ray film. The 
method involves the prolonged exposure to light of the 
photographic emulsion on the surface of the x-ray film, 
resulting in a progressive diminution in the density or 
degree of blackening of the film when immersed in 


standard developer. The process, which is referred to as 
solarization, is carried out as follows: (1) Expose an 
x-ray film in a photographic printing frame at a distance 
of 3 ft. (91 cm.) from a 100 watt frosted electric light bulb 
for 3 seconds on one side and 2 seconds on the reverse. 
(2) Place the radiograph to be reproduced in the printing 
frame in contact with the surface of the “‘ flashed ”’ film 
previously submitted to the 2-second exposure. (3) Print 
3 ft. (91 cm.) from the 100 watt bulb as if the film were 
a slow bromide paper. The time required for exposure 
varies considerably according to the density of the 
radiograph being reproduced, solarization being accom- 
plished rapidly with a clear film. The usual time is 
between 60 and 240 seconds. (4) Develop for 3 minutes 
at 65° C. using any standard x-ray developer. (5) Wash 
the film, fix in hypo, wash in running water, and dry. 
Reproductions are generally darker than the original, 
but may be reduced in 20° hypo with sufficient Farmer’s 
solution added to turn the mixture a pale yellow colour. 
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Any desired degree of contrast from the original radio- 
graph may be obtained by variation in the time of 
“ flashing’, printing, and developing. 

A. Henderson-Begg 


61. The Effect of Radium on Thrombocytes. (Dic 
Thrombozyten unter Einwirkung von Radiumstrahlen 
im Dunkelfeldpraparat betrachtet) 

L. MAIssEN. Radiologia Clinica [Radiolog. clin., Basel} 
15, 236-257, July, 1946. 13 figs., 18 refs. 


Two forms of thrombocytes can be distinguished— 
according to Fonio—in dark-field illumination under the 
microscope: (1) an amoeboid “ active ” form, changing 
into (2) a disk-shaped “* inactive * form, which no longer 
takes an active part in the process of blood coagulation. 
Previous investigations regarding the effect of radiation— 
x rays and ultra-violet-—on the morphology of the 
thrombocytes and on blood coagulation have been rather 
contradictory. 

The author has studied the influence of radium on the 
morphology of the thrombocytes. Fresh blood was 
taken from the median cubital vein of individuals, mixed 
with 14°, magnesium sulphate solution in a proportion 
of 2: 7, centrifuged for 7 minutes at 2,000 revolutions per 
minute, and the upper thrombocyte layer pipetted into 
small test tubes. A number of the tubes were used as 
controls and the others exposed to 60 mg. radium in 
6 10-mg. tubes [no filtration given] for 1, 2,4, and 6 hours. 
Exposure of 1 hour corresponded to 2,000 “ radium 
units ” (presumably “‘r”). The irradiated and control 
thrombocytes were then examined by dark-field illumina- 
tion under the microscope. Six tests were undertaken 
for each irradiation series. 

The author concludes that the change of the active 
form into the inactive resting form is upset by radium 
radiation, in contrast to the effect of x rays, which, 
according to experiments by Willener [not quoted in the 
references], increased the number of inactive forms. As 
the result of intensive damage to the protoplasm most of 
the thrombocytes are deformed. Through the early 
change of the active form into the deformed state altera- 
tion into the inactive type is inhibited. This disturbance 
runs parallel with the increase in radium dose, the number 
of deformed cells increasing in proportion to the increase 
in dose. In addition, radium radiation produces a 
lowering of the holding power of the thrombocytes; the 
thromboplastic fixation on to the carrier takes longer 
than in thrombocytes which have been irradiated by 
x rays or have not been exposed to any radiation. The 
author is concerned only with the morphological changes 
and no conclusions are drawn regarding these radiation 
effects on the process of blood coagulation. 

H.C. Sim 
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62. Low-voltage Contact X-Ray Therapy in Derma- 
tology. (La roentgenthérapie 4 bas voltage et a faible 
distance (Radiothérapie de contact) en dermatologie) 

P. CorreNot and R. BourDoN. Journal de Radiologie et 
d Electrologie Radiol. Electrol.] 27, 319-332, 1946. 
12 figs., 217 refs. 


This is a report read at the fourth French Radiological 
Congress, Paris, Oct., 1946. The authors trace the 
historical development of contact x-ray therapy, used 
in a primitive form 30 years ago, but developed mainly 
by Chaoul and van der Plaats from 1930-5. A des- 
cription is given of the two main types of apparatus— 
Chaoul and van der Plaats—of the physics of contact 
therapy, particularly depth dose measurements, the 
methods of protection, and the two principal techniques— 
-Chaoul’s fractionated “* short-distance ’’ therapy and van 
der Plaats’s massive single-dose ‘* roentgen caustic ”’. 

After enumerating the main indications for contact 
therapy in dermatology, the authors give their own 
experiences at the St. Louis Hospital in Paris. Patients 
treated in 1943-4 numbered 473, mainly with skin 
carcinomata, skin nodules from breast carcinomata, 
angiomata, keloids, verrucae, etc., and a Philips apparatus 
of 45 kV, 0-22-10 mm. aluminium filter, 2 cm. F.S.D. 
was used. In carcinoma a single-dose technique was 
employed, giving about 10,000 r, which corresponds to 
a dose of about 3,000 r to the base of the tumour. 
Lesions not larger than 2 by 2 cm. and less than | cm. 
deep are suitable. Although the time of observation of 
1 to 3 years is too short to give definite figures for rate of 
cure, the authors believe that the single-dose technique, 
so convenient in a busy hospital department, gives 
satisfactory results, not inferior, except cosmetically 
perhaps, to the fractionated technique. There were, 
however, 3 cases of radiation necrosis. Malignant 
melanoma was found to be rather radio-resistant. The 
dose employed in angioma was 500 r, repeated 1-3 times 
at several months’ interval; in keloids 500—1,000 r, 
repeated at varying intervals to a total dose of about 
4,000 r; in plantar and palmar warts a single dose of 
4,000 r. A warning is given regarding the use of contact 
therapy in small epitheliomata of the mouth—e.g., the 
tongue—as there are generally considerable difficulties of 
correct application and the lesion sometimes infiltrates 
more deeply than is suspected. H.C. Sim 


63. Radioactivity of the Tissues after the Injection of 
Radium Chloride in the Cancerous Animal and in the 
Normal Animal. (Radioactivité tissulaire aprés injection 
du chlorure de radium chez l’animal cancéreux et chez 
l'animal normal) 

H. FAsERMAN. Journal de Radiologie et d’Electrologie 
[J. Radiol. Electrol.] 27, 371-376, 1946. 12 figs. 


“‘ Internal ” radiotherapy by the introduction of various 
radioactive substances has in the past been tried but has 
not been put on a proper basis. On thé one hand it has 
been considered as quite ineffective in small doses, and on 
the other as extremely dangerous in larger doses. The 
Académie de Chirurgie of Paris stated in 1936 that 
“internal curietherapy is a medication the risks of which 


are so great that its abandonment appears desirable ”’, 
whereas a year later an inquiry for the Rheumatism 
Congress revealed the astonishing fact that more than 
16,000 rheumatic patients had been treated during the 
preceding 10 years by injection of thorium X. The 
author felt it desirable, therefore, to study the problem of 
qualitative and quantitative distribution of radioactive 
substances in the body after injection in a series of animal 
experiments. Forty yg. of radium element, in the form 
of radium chloride, was injected hypodermically into 
normal rats and rats with Jensen sarcoma, non-injected 
rats serving as control animals. The animals were killed 
at varying intervals from 1 day to 4 months, their 
organs carefully isolated, dried, reduced to powder, and 
autoradiographs on dental films made, the density of 
which was then photometrically analysed. The main 
findings were as follows. Bone tissue showed always the 
highest contents of radioactive substances, but not the 
tissue of fractured or transplanted bones, the radio- 
activity of which was considerably less; then came liver, 
spleen, kidney, intestines, and lungs, and finally muscle, 
heart, brain, and genital organs, which evidenced very 
little radioactivity. Tumour tissue showed marked 
radioactivity for the first few days, which, however, 
disappeared completely in the second week. The dis- 
tribution in the blood revealed less radioactivity in the 
corpuscular elements than in the plasma. Urine and 
faeces showed fairly marked radioactivity. The excre- 
tion of radioactive substances was practically complete 
after 3 months, bone taking the longest time. Experi- 
ments on pregnant animals showed marked radioactivity 
of placenta and foetus. The organs of the control 
animals were always negative. 

[These experiments are of interest in view of the new 
developments in the therapeutic use of artificial radio- 
active substances, such as radioactive phosphorus and 
iodine.] H.C. Sim 


64. Pyridoxine in Treatment of Radiation Sickness 
L. M. SHorvon. British Journal of Radiology; {Brit. J. 
Radiol. 19, 369-370, Sept., 1946. 3 refs. 


This article begins with a short exposition of radiation 
sickness varying in.intensity with the part of the body 


treated and the area of exposure. The author reports 
24 cases treated by pyridoxine and claims good results 
in 22 as regards the radiation sickness. The beneficial 
effect on the leucocytes is also stressed. Young (Amer. 
J. Roentgenol., 1936, 35, 681) strongly recommended 
injections of liver extract. Pyridoxine is a member of 
the vitamin B, group occurring principally in liver and 
yeast, which Shorvon finds superior in effect to other 
remedies. Among the 24 cases reported, a patient 
suffering from Hodgkin’s disease is quoted as much 
distressed by radiotherapy and benefited by pyridoxine. 
In another case ““a female aged 60 with a large ab- 
dominal mass and secondaries in lungs from ? carcinoma 
of the tongue previously treated by radium and x rays 
also suffered from radiation sickness, but was promptly 
relieved by pyridoxine.” 

[What benefit was expected from radiotherapy is not 
discussed.] | Geo. Vilvandré 
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65. The Roentgen Diagnosis of Double Aortic Arch and 
Other Anomalies of the Great Vessels 

E. B. D. NEUHAUSER. American Journal of Roentgen- 
ology and Radium Therapy [Amer. J. Roentgenol.] 56, 
1-12, July, 1946. 15 figs., 18 refs. 


The following classification of these anomalies is used 
by the author: 
I. Right aortic arch. 

A. Situs inversus viscerum. 

B. Right aortic arch without inversion. 

(1) Anterior type: the aortic arch is anterior to the 
trachea and the descending aorta is on the right 
side. 

(2) Posterior type: the aorta passes to the left 
behind the oesophagus, and the descending aorta 
courses to the right of the normal left-sided 
position. 

(a) Right aortic arch in which the left subclavian 
artery arises from the arch and crosses behind 
the oesophagus to its distribution. 

(6) Right aortic arch in which no vessel arising 
from the arch crosses the mid-line posterior to 
the oesophagus. 

(c) Right aortic arch with a persistent left aortic 
diverticulum giving origin to the left subclavian 
artery. No vessel from the artery crosses the 
mid-line posteriorly. 

II. Double aortic arch. 
A. Both aortic limbs patent. 
B. One aortic limb obliterated. 


III. Anomalous right subclavian artery. The artery 
arises last from the normal aortic arch and crosses the 


mid-line to its distribution on the right side. 
IV. Patent ductus arteriosus. 
V. Coarctation of the aorta. 


Some of these anomalies may not be recognizable from 
the plain postero-anterior radiograph but oblique and 
lateral radiographs with or without barium in the 


oesophagus may show typical features. The right aortic 
arch may be observed to the right of the mid-line with 
absence of the aortic “‘ knob” from its usual position. 
It may be present without symptoms, but in the patient 
with evidence of tracheal and oesophageal compression 
operative intervention to relieve the constriction is 
imperative. Radiographic illustrations are used to show 
the pressure defects on oesophagus and trachea. Double 
aortic arch may or may not be associated with pressure 
effects in the oesophagus and trachea. The onset of 
symptoms is usually in infancy, and the patients with this 
syndrome usually present stridor, made worse by feeding, 
mild dysphagia, head retraction, chronic cough, and 
frequent attacks of pulmonary infection. When the 
oesophagus is filled with barium there appears to be a 
rounded pulsating mass posterior to the oesophagus, 
and this mass, the posterior aortic arch, displaces the 
oesophagus forward. The anterior surfaces of the 
vertebral bodies may be eroded. The oesophagus may 


be compressed from right and left by the vascular ring. 
The trachea is displaced forward and compressed from 
both sides also. 

The anomalous right subclavian artery is perhaps the 
commonest variation. It usually causes no symptoms, 
It produces an oblique pressure defect on the barium. 
filled oesophagus passing upward from left to right. 
Patent ductus arteriosus is revealed by: (1) dilatation of 
the pulmonary artery, (2) cardiac enlargement, (3) en- 
largement of the left auricle, (4) engorgement of the 
intrapulmonary vessels, (5) exaggerated pulsation of the 
ascending aorta, pulmonary artery, and the left ventricle, 
and (6) unusually prominent pulsation of the vessels at 
the hila (aneurysmal dilatation of pulmonary vessels may 
be present). In coarctation of the aorta the aortic 
** knob ” may be small or absent, the descending aorta 
not visible. There may be no alteration in size or shape 
of the heart; it may show some hypertrophy of the left 
ventricle. Scalloping of the inferior borders of the 
posterior third of the ribs may be marked. 

James F. Brailsford 


66. The X-Ray Appearances of Pharyngeal Palsy 
B. MANNHEIMER. British Journal of Radiology (Brit. J. 
Radiol.] 19, 383-387, Sept., 1946. 3 figs., 4 refs. 


This article deals with the radiographic appearance of 
pharyngeal palsy and the differential radiological 
diagnosis of palsy from organic obstruction. This is 
based on 2 cases. The clinical evidence is given which 
pointed to the former. The author makes a strong point 
of the dilatation of the barium-filled valleculae and pyri- 
form sinuses and of the hold-up of barium paste at the 
entrance of the oesophagus. This, he states, should 
immediately arouse suspicion of paralysis. Against this 
he admits that Sondergaard (Acta radiol., Stockh., 1945, 
26, 149) came to the conclusion that in pharyngeal 
palsy “the residual filling of the hypopharynx is a 
phenomenon of minor importance to which no signi- 
ficance can be ascribed unless it lasts for at least 30 
minutes”. Mannheimer disputes this. He gives the 
signs of pharyngeal palsy as previously quoted and also 
“regular tapering at the junction of the pharynx and 
oesophagus without any enlargement or deformity of 
the retrograde space ’’, and further, “* failure of the larynx 
to close during the act of deglutition with consequent 
entry of barium or food into the trachea producing cough 
and aspiration pneumonia ”’. 

[The clinical history and examination, of course, still 
go a long way to make the diagnosis, but the radiological 
observations are interesting and the radiographs good.] — 

Geo. Vilvandré 


67. Radiological Investigation of a Case of Pedal 
Hyperphalangism and Supernumerary Phalangeal Epi- 
physis 

R. O’Ranitty. British Journal of Radiology [Brit. J. 
Radiol.] 19, 432-434, Oct.» 1946. 3 figs., 11 refs. 
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68. Experimental Leukocytosis. The Inefficacy of p- 
Chloro-Xylenol and Methyl Acetamide as Bone Marrow 
Stimulants 

L. M. Meyer. Blood [Blood] 1, 343-347, July, 1946. 
4 figs., 1 ref. 


Fifteen mature white rats (averaging 200 g.) and 17 
mature grey rats (averaging 400 g.), maintained on water 
and “‘ purina dog chow” ad lib., were given intramuscu- 
larly a 70°% solution of methylacetamide with 25% 
p-chloroxylenol in total doses up to 0-4 ml. (0-1 ml. at 
12-hourly intervals) and 0-8 ml. (0-2 ml. at 12-hourly 
intervals) respectively in the 2 groups of rats. Frequent 
blood counts were done before and after these. Several 
animals died 2 to 3 days later, while the survivors were 
killed and smears of the vertebral marrow and histological 
sections of vertebrae, liver, and spleen were made. The 
maximal effects on the blood were noted in 12 to 36 hours 
after the first injection with slow return to normal in 24 
to 48 hours: there were no differences between single 
or multiple injections. There was an increase in the 
mature polymorphonuclear leucocytes to double the 
pre-injection levels, and there was no “‘ shift to the left ” 
in the cells. Bone-marrow smears and sections of the 
spleen were all normal, while the liver sections showed 
changes varying from mild cloudy swelling to extensive 
and advanced hydropic degeneration according to the 
dose. 

The author considers that the increase of polymorpho- 
nuclear leucocytes in the peripheral blood results from a 
withdrawal of these cells from depots throughout the 
body and not from stimulation of the myeloid elements 
of the marrow. John F. Wilkinson 


69. Experimental Purpura and Pancreatic Necrosis 
Produced by Forssman Heterophil Antibody 

A. GraNa. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 21, 298-300, Aug. 7, 
1946. 2 refs. 


The Forssman antigen is present in the erythrocytes of 
sheep and also in the tissues of the guinea-pig, dog, and 
other species. Hence rabbit anti-sheep-erythrocyte serum 
produces severe reactions when injected intravenously 
into the dog or guinea-pig. Extreme reduction of plate- 
lets occurs, and in fatal cases the lungs show marked 
haemorrhagic lesions. 

Previous injection of hepatic glycogen (which also causes 
profound thrombocytopenia) does not prevent the pro- 
duction of haemorrhages following the injection of anti- 
sheep serum. The author considers that “‘ a direct injury 
to the blood vessels as a consequence of the Forssman 
antigen-antibody reaction seemed to be the principal 
cause of the production of haemorrhages. The experi- 
ments reported in the present paper show that this serum 


is able to produce a purpura in the dog similar to that 


produced by antiplatelet serum.’”’ Three to 5 minutes 
after intravenous injection of rabbit anti-sheep serum 
marked thrombocytopenia and leucopenia were observed. 
Coagulation time is usually diminished (from 12 minutes 
to 1 minute). Haemoconcentration and hypotension may 
occur: 24 hours later, haemorrhages in the skin were 
noted. As in the guinea-pig, intravenous injection of 
0-5 g. hepatic glycogen per kilo body weight eliminated 
the platelets but did not prevent the production of hypo- 
tension and pulmonary haemorrhages when anti-sheep 
serum was injected. 

Local effects were also observed, a haemorrhagic 
lesion and oedema rapidly occurring on intradermal 
injection of the serum. Intraperitoneal injection was 
followed by purpuric patches in the omentum and mesen- .« 
tery, marked peritoneal exudation, and moderate 
thrombocytopenia. Injection of serum into mesenteric, 
pancreatico-duodenal, and femoral arteries led to local 
haemorrhagic lesions and acute necrosis. Injection into 
the portal vein produced a haemorrhagic condition of the 
liver. ‘‘ Itisclear that the haemorrhages are predominant 
in the lungs when the antisheep serum is injected into the 
general venous circulation because the lungs are the first 
organs that receive a great concentration of heterophil 
antibody.” Hypercoagulability is perhaps the result of 
the liberation of thromboplastin following platelet 
destruction. It has also been found to follow administra- 
tion of antiplatelet serum. G. T. L. Archer 


70. Inhibition of Phosphorylation of Glucose in Mouse 
Brains by Viruses and its Prevention by Preparations of 
Diphosphopyridine Nucleotide 

E. Racker and I. Krimsky. Journal of Experimental 
Medicine [J. exp. Med.] 84, 191-203, Sept., 1946. 2 figs., 
14 refs. 


It was observed previously that anaerobic glycolysis is . 
inhibited in the minced brain tissue of mice infected with 
the Lansing strain of poliomyelitis virus. The inhibition 
varied considerably, however, from experiment to experi- 
ment, and this inconstancy made a study of its mechan- 
ism difficult. Later it was discovered that two inhibitors 
of glycolysis are present in normal brain preparations. 
This report shows that the inhibition of glycolysis 
demonstrated in minced brains of poliomyelitis-infected 
mice is present also in homogenates of infected brain. 
The inhibition occurs in the steps leading to the forma- 
tion of hexosediphosphate, and a similar inhibition takes 
place when purified virus preparations are added to 
homogenates of normal brain. Further, preparations of 
diphosphopyridine nucleotide have been shown to 
counteract the inhibitory action of Theiler’s mouse 
encephalomyelitis virus on glycolysis. A. J. Rhodes 
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71. Shope Papilloma and Sheep Dermatitis in the 
Rabbit: Mutual Interference, Superinfection, and Effects 
of Chemical Pre-treatment of the Skin 

F. R. Secpie. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 27, 143-154, June, 1946. 12 figs., 
28 refs. 


The diversity of lesions produced on the skin of the 
rabbit and guinea-pig by a virus derived from an outbreak 
of sheep dermatitis suggested the possibility of modifying 
the receptivity of the rabbit skin to this agent. The 
epilated skin of the rabbit thigh was inoculated with sheep 
dermatitis virus following prolonged treatment with a 
carcinogenic hydrocarbon (9:10-dimethyl-1:2-benzan- 
thracene in benzene) and croton oil (a non-carcinogenic 
hyperplastic reagent), and also following inoculation 
with Shope papilloma virus 14 days previously. In a 
parallel experiment similar areas of skin were inoculated 
with Shope papilloma virus 6 days after inoculation of 
the sheep dermatitis virus, and following. prolonged 
treatment with the same chemicals. In a third experi- 
* ment the skin was inoculated with a mixture of Shope 
papilloma virus and sheep dermatitis virus giving a final 
dilution of each virus similar to that used in the single 
virus inoculations. Pre-treatment conditions were the 
Same as in the 2 previous experiments. Groups of 4 
rabbits were used in each experiment, 2 areas of skin, 
6 by 8 cm., being prepared on the right and left flanks 
of each animal. Suitable control inoculations were 
carried out in each group. The macroscopic and histo- 
logical appearances of the lesions obtained are fully 
described for each experiment. 

Ten months after the start of the experiments the 
surviving rabbits inoculated with papilloma virus all bore 
papillomatous lesions. Infectivity tests were carried out 
by inoculating extracts of these lesions on to the skin of 
further rabbits. 

An analysis of the experimental findings showed that 
when the 2 viruses were inoculated at different times the 
effect of the second virus infection was significantly 
reduced, whereas in either case the effect of the first 
infection was only slightly inhibited. When the 2 
viruses were inoculated simultaneously on the normal 
skin the dermatitis infection was almost completely 
suppressed, while the papilloma infection was but little 
affected. The dermatitis virus was recovered from 
papillomata arising from the simultaneously inoculated 
infections, but not from papillomas associated with the 
dermatitis infection when the latter either preceded or 
followed the papilloma virus inoculation. The papilloma 
virus was likewise recovered from tumours arising from 
simultaneous infection with both viruses, and the tumour 
yield was greater than that previously obtained on the 
comparatively rare occasions when such transmissions 
have been successful with domestic rabbit papillomata. 
Pre-treatment of the rabbit skin with the carcinogenic 
agent inhibited the development of the virus infection 
in both instances, while, on the other hand, pre-treatment 
with croton oil stimulated their development. 

The author discusses these findings with special 
reference to the virus interference and superinfection 
phenomena. A. Henderson-Begg 


72. Acute Porphyria. I. Investigations on the Path. 
ology of the Porphyrins and Identification of the Excretion 
of Uroporphyrin I 

F. T. G. Prunty. Archives of Internal Medicine (Arch, 
intern. Med.] 77, 623-642, June, 1946. 6 figs., 30 refs, 


Porphyria (haematoporphyrinuria) occurs in 2 main 
clinical types—the acute idiopathic and the congenital, 
There is, in addition, a toxic type due to various drugs 
such as sulphonmethane, t:‘nitrotoluene, and sulphon- 
amide compounds, which resembles the acute idiopathic 
form. Recent investigations into acute porphyria in 
Sweden indicated that an excretion of type I porphyria 
was characteristic of the congenital form and an excre- 
tion of type III of the acute idiopathic form; and, in 
addition, that there was no evidence of abnormal tissue 
deposition in the acute form in contrast to what occurs 
in the congenital type. More recently it has been sug- 
gested that the uroporphyrin of acute porphyria is a 
mixture of uroporphyrin type I with a small amount of 
a type III compound isolated as a heptamethyl ester; 
furthermore, uroporphyrin has been found for the first 
time in the liver and faeces. 

The author records the detailed investigation of a case 
of acute idiopathic porphyria and discusses a second 
case, discovered in the routine examination of the 
patient’s relatives, of the “latent type” of Waiden- 
strém. A girl of 16 years was admitted to hospital in 
status epilepticus. The cerebrospinal fluid was normal. 
The following day there was complaint of abdominal 
pain, and 3 days later the urine was noticed to darken 
on standing, spectroscopic examination revealing a por- 
phyrin-metal complex. Some 6 months later she was 
again admitted to hospital with abdominal pain and 
vomiting. Fourteen days after admission an ascending 
paralysis appeared and she died 4 days later. During 
the first attack phenobarbitone partially relieved the 
abdominal pain; during the second attack methionine, 
**adexolin”’, and ascorbic acid were given without relief. 
There was no history that any member of the family had 
suffered from porphyria; morning specimens of urine 
from as many members of the patient’s family as possible 
were examined, and only in 1 case, an aunt of the patient, 
was latent porphyria found. Post-mortem findings were 
normal except in the liver, which showed a thickened 
capsule and on the cut surface diffuse mottling with pale 
areas. Microscopically there was fatty degeneration of 
liver cells in the portal areas and some central necrosis. 
There were deposits of granular pigment throughout the 
liver cells. 

The author points out that quantitative studies of the 
excretion of porphyrin have become simplified with the 
advent of the rapid micro-method of Rimington. Uro- 
porphyrin has been demonstrated in the faeces and, with 
the aid of ultra-violet microscopy and chemical isolation, 
in the liver. Further evidence is required before the 
role of porphobilinogen can be assessed. especially in 
relation to its place as a precursor from which porphyrin 
is derived. Whether the hepatic changes are the 
cause or the effect of abnormal porphyrin metabolism 
is not known, nor is the effect of methionine known. 
Porphobilinogen is found only in acute porphyria. A 
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uroporphyrin isolated from the urine in the present case 
is described by Waldenstrém as type III: on further 
examination this was shown to be largely type I por- 
phyria. Uroporphyrin I was also obtained from the 
liver and faeces, and coproporphyrin I from the urine 
and faeces. Ultra-violet microscopical examination 
showed the presence of moderate amounts of porphyrin 
in the renal tubules and in the costal cartilages. ~ 
[The object of this paper appears to be to demonstrate 
that type I porphyrins and abnormal tissue deposition 
occur in acute as well as in congenital porphyria.] 
Geoffrey McComas 


73. Attempts to Demonstrate the Presence of Pressor 
Substance in the Blood of Patients with Renal Hyper- 
tension. [In English] 

H. KREUTZFELDT. Acta Medica Scandinavica [Acta med. 
scand.] 125, 171-181, Aug. 22, 1946. 1 fig., 35 refs. 


Experiments by other workers designed to show pressor 


substances in the blood in renal hypertension are 
reviewed, methods cited being the injection of blood 
extracts from hypertensive patients and the perfusion of 
isolated kidneys and rabbits’ ears. The method used 
here was the perfusion of a rabbit’s ear and the counting 
of the drops of perfused fluid coming through under a 
constant perfusion pressure. The perfusion fluid was 


Ringer’s solution at room temperature, the perfusion 
pressure 30-35 mm. Hg, with a drop count fluctuation 
per minute of 60-90. Test solutions were mixed with 
perfusion fluid and led in from a branch tube without 


change in pressure. Pulse pressure was employed in a 
few experiments. Pulsation was produced by rhythmic- 
ally compressing a short length of feed tube, the frequency 
was 150 per minute and the “blood pressure” 
110/80 mm. Hg. Sensitivity of the ear preparations 
perfused with adrenaline demonstrated a distinct con- 
traction with dilutions of 1:10*, but the contraction was 
not quantitatively constant for several applications of 
solutions of the same strength. Experiments with normal 
plasma and sera from calves, rabbits, and man in con- 
centrations from 10 to 100% all produced contractions. 
Some correlation between concentration and degree of 
contraction for human sera was found but none for the 
sera Of animals. Using heparinized plasma from cases 
of chronic nephritis with hypertension and some cases of 
essential hypertension a dilution of 10° gave slight 
contraction but not greater than normal plasma. Finally, 
plasma from 5 hypertensive and 5 normal patients was 
examined, using defibrinated rabbit’s blood diluted with 
Ringer 1:1 as the perfusate from rabbits which had been 
nephrectomized 24 hours previously. Pulse pressure was 
employed. In two of the plasmas from hypertensive 
patients a contraction of 40-50% was recorded (40-50% 
fall in the drop count); the other three plasmas from 
cases of hypertension gave no greater effect than normal 
plasma; one normal plasma showed a contraction of 
60%. The method employed shows the presence of 
vasoconstrictors in normal blood, but does not demon- 
Strate the presence of pressor substances in the blood of 
patients with renal hypertension. J. Dawson 


74. Diagnostic Value of Serum Cholinesterase. 
séméiologique de la cholinestérase sérique) 

P. CristoL, P. PASSOUANT, C. BENEZEH, and J. DUTARTE. 
Presse Médicale [Presse méd.] 54, 557-558, Aug. 31, 1946. 
18 refs. 


(Valeur 


The cholinesterase content of serum was estimated by 
titrating the*acetic acid liberated from excess acetyl- 
choline in 30 minutes at 38° C. by 1 ml. serum, and values 
compared by stating the volume of 0-01 N caustic soda 
required. Estimations were made on 230 patients. 
Normal subjects give a titre of 4-6 ml., irrespective of 
sex. The cholinesterase is diminished in active pulmonary 
tuberculosis, infective hepatitis, in jaundice caused by 
malignant disease, and in decompensated cirrhosis of the 
liver; less marked falls occur in diabetes mellitus with 
pulmonary complications. Raised values were found in 
arrested pulmonary tuberculosis and in hypertension. 
The clinical significance of these results is uncertain. 

G. Discombe 


75. Humoral Phospholipids in Certain Nervous Diseases. 
(Les phospholipides humoraux au cours de certaines 
affections nerveuses) 

A. LAFONTAINE. Journal Belge de Neurologie et de 
Psychiatrie (J. belge Neurol.] 44-46, 344-348, May, 1946. 
16 refs. 


Attention was chiefly paid by the author to the 
phospholipids—lecithin, cephalin, and sphingomyelin. 
The method of Youngburg (J. Lab. clin. Med., 1927, 12, 
845) was used for both serum and cerebrospinal fluid, 
the lipids from an ether-alcohol extract being broken 
down by sulphonitric acid and hydrogen peroxide, and 
the released phosphorus estimated by the method of 
Youngburg and Youngburg (J. Lab. clin. Med., 1930, 16, 
158) or that of Fiske and Subbarow (J. biol. Chem., 1925, 
66, 374). The figure obtained for phosphorus multiplied 
by 25 gave the result as lecithin. Normally phospho- 
lipids average 180 mg.°%% in human blood. They are 
higher in the corpuscles than in the plasma. The level 
of lecithin is about twice as high as that of cephalin. 
Phospholipids rise in the blood after meals rich in fat, 
along with the cholesterol and neutral fat. The author 
found only 2 nervous diseases—namely, encephalitis 
and disseminated selerosis—in which there was any 
considerable rise in the blood phospholipids. No rise 
was found in meningitis. Phospholipid was increased 
in the cerebrospinal fluid in disseminated sclerosis and 
amyotrophic lateral sclerosis. In cerebral haemorrhage 
and tumour there was also a slight rise in cerebrospinal 
fluid phosphatids, whereas a much more definite rise was 
found in meningitis, both tuberculous and purulent. 

The content of phosphatid in normal and pathological 
brain tissue was also examined. Normal values were 
27:3% in white matter and 34-6% in grey matter. No 
marked changes were found in disease of the brain or its 
meninges, but the amount in gliomata was, as would be 
expected, much below that in normal brain tissue. 

J. G. Creenfield 
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76. Type-specific Protection and Immunity following 
Intranasal Inoculation of Monkeys with Group A Hemo- 
lytic Streptococci 

R. F. Watson, S. ROTHBARD, and H. F. Swirt. Journal 
of Experimental Medicine [J. exp. Med.] 84, 127-142, 
Aug., 1946. 36 refs. 


It is now well established that the majority of late 
purulent complications and almost all relapses occurring 
in patients with scarlet fever are due to secondary 
infections with streptococci of types other than those 
causing the initial infection. While it has been repeatedly 
shown that an individual may suffer from several 
different infections with Strep. pyogenes within a single 
year, there is no evidence that the same patient has 
suffered from more than 1 nasopharyngeal infection 
with the same type of streptococcus. Relatively little 
is known at present about the type-specific immunity in 
man, most laboratory experiments having been made 
with small rodents, which are unnatural hosts of this 
group of organisms, and highly artificial measures having 
been used to induce infections. 

The authors have studied the immunity of monkeys, 
in which natural infections with Strep. pyogenes have 
been recorded, to experimental streptococcal naso- 
pharyngeal infection, and record the results obtained 
following inoculation of 13 young Macaca mulatta with 
12 strains of group A streptococci, representing 6 different 
types of varying antigenic structure. The following data 
were collected from all animals at weekly intervals for 
at least 8 weeks following each of several inoculations: 
nose and throat cultures; leucocyte counts; erythrocyte 
sedimentation rates; antifibrinolysin and antistrepto- 
lysin O determinations. Agglutinin and bacteriostatic 
tests were made on a limited number of sera. Successful 
“implantation” of streptococci in the nasopharynx 
usually followed inoculation with a matt strain. All 
inoculations with glossy strains were uniformly unsuccess- 
ful. Implantations were considered successful if, 
following inoculation, the same strain could be recovered 
from the nasopharynx for at least 1 week and/or if the 
Serum antistreptolysin O titre showed a significant in- 
crease. The authors use the term “implantation” in pre- 
ference to that of “* infection” since none of the monkeys 
showed any obvious signs of illness. They, however, 
consider these implantations to be in fact subclinical in- 
fections. The duration of the carrier state varied between 
9 days and 28 weeks or more, with only 3 exceptions. 

In 31 (81-8°%) of the 37 instances of successful implanta- 
tion there was a significant increase in the antistrepto- 
lysin O titre. Four out of the 6 failures to show an 
increase in titre were associated in the same strain, and it 
is suggested that this strain produced less streptolysin 
than the others. In general the antistreptolysin produc- 
tion was similar to that found in uncomplicated strepto- 
coccal throat infections in man, the maximal titres 
occurring from 2 to 10 weeks after inoculation. Signifi- 
cant increases in antifibrinolysin following successful 
implantation were found in 13 (86-7%) of 15 cases. 
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This test, however, did not prove to be of generaj 
application. Following successful implantation with q 
particular strain the animal” was usually resistant to 
re-inoculation with streptococci of the same type for 
front several months to a year or more, whereas re. 
implantation with a heterologous type was always 
successful. In order to determine whether this type. 
specific resistance was related to the M or T antigen, 
5 re-inoculations were made with strains containing the 
same M but different T antigens. Four animals proved 
resistant while the fifth became only a transient carrier 
and showed no significant rise in antistreptolysin O. Ip 
a limited number of instances type-specific agglutinins 
and bacteriostatic antibodies were demonstrable after 
successful implantation. 

The results of these experiments with monkeys are in 
agreement with those obtained by Lancefield and her 
co-workers with rodents—viz., that immunity to Strep. 
pyogenes is type-specific, and correlated with the antibody 
directed against the type-specific M protein. The 
results are also in accord with the known information 
regarding streptococcal infections in man. 

A. Henderson-Begg 


77. Studies on the Chemotherapy of Viruses in the 
Psittacosis-Lymphogranuloma Venereum Group. IV, 
Effect of Certain Chemotherapeutic Agents on Psittacosis 
Virus (6BC Strain) Infections in Mice 

R.L. Earty and H.R. MorGan. Journal of Immunology 
[J. Immunol.] 53, 251-257, July, 1946. 1 fig., 10 refs. 


Mice were inoculated, intravenously, intracerebrally, 
or by the respiratory route, with diluted yolk sac material 
containing psittacosis virus (strain 6BC). Chemo- 
therapeutic drugs were administered subcutaneously or 
orally. Surviving animals were killed and suspensions 
of spleen were injected intracerebrally into 4 other mice, 
the brains of which were later examined for virus ele- 
mentary bodies. Streptomycin 2,000 units a day for 
7 days did not save any of the mice infected intravenously, 
but penicillin 2,000 units a day for 7 days saved 83-96% 
of the mice, although virus persisted in all-the survivors. 
If treatment with penicillin was delayed it became less 
effective, but even if it was delayed for 48 hours after 
inoculation 53% of the mice survived. One hundred per 
cent. of the mice could also be saved by a diet containing 
0-5°, of sodium sulphadiazine; the blood concentration 
of sulphadiazine was 8-16 mg. per 100 ml. All surviving 
mice continued to carry the virus. If sulphadiazine 
treatment was delayed for 24 hours, 93-100% of the mice 
survived. Combined treatment with penicillin and 
sulphadiazine failed to eliminate the virus from surviving 
mice. Therapeutically, p-aminobenzoic acid had no 
action. Mice infected by the respiratory route responded § 
in a similar manner to sulphadiazine but less well to 
penicillin. In mice infected intracerebrally, penicillin 
therapy was ineffective but sulphadiazine delayed death. 
It is noted: that sulphadiazine is not effective against 
other strains of psittacosis virus. _ F. Hawking 
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78. Celiac Syndrome. IV. Cheniotherapy in Infections 
of the Respiratory Tract Associated with Cystic Fibrosis of 
the Pancreas; Observations with Penicillin and Drugs of 
the Sulfonamide Group, with special reference to Penicillin 
Aerosol 

Pp. E. A. pt SANT’AGNESE and D. H. ANDERSEN. Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.] 
72, 17-61, July, 1946. 5 figs., 26 refs. 


Infection of the respiratory tract in children suffering 
from cystic fibrosis of the pancreas conforms to a general 
pattern. Cough usually develops between the second 
and the sixth month of life, and often follows a mild 
coryza. The cough soon becomes paroxysmal, and the 
child ceases to increase in weight. Signs of emphysema 
and bronchitis develop, and there may be a grumbling 
pyrexia. Presently cyanosis appears during bouts of 
coughing, and soon becomes constant. Spasms of 
coughing increase, and may be associated with thick, 
tenacious sputum. There is clubbing of the fingers and 
the toes, .ad radiological examination shows “ snow- 
flake *’ areas of increased density; death soon follows. 
Those patients who do not develop respiratory infection 
until over 6 months of age show a slightly different 
clinical picture with a longer interval between the onset 
of the cough and the appearance of cyanosis. As a rule 
in all cases the time-interval between the development of 
cyanosis and death is under 1 month. At necropsy the 
respiratory tract shows lesions characteristic of chronic 
bronchitis, most marked in the distant bronchioles, with 
superimposed acute suppurative inflammatory reaction, 
the trachea and bronchial tree appearing to be filled with 
thick muco-purulent secretion. In the lung tissue itself, 
small areas of emphysema, bronchopneumonia, and 
atelectasis are commonly present. The staphylococcus 
is the usual bacteriological agent. In all except one of 
13 post-mortem cultures, haemolytic Staphylococcus 
aureus Was present as the predominant organism, and 
was the sole organism in 4 cases. 

In an endeavour to control this respiratory infection, 
a trial has been made with various chemotherapeutic 
substances. Acute exacerbations or re-infections due to 
pneumococci or streptococci often respond promptly to 
sulphadiazine and sequelae are averted. Indeed sulpha- 
diazine gives a more prompt control than penicillin. 
The prophylactic use of this compound has been especi- 
ally effective, but the best method of giving it, the dosage, 
and the degree of benefit to be expected have not been 
finally determined. Sulphonamides are without appreci- 
able effect after the appearance of severe respiratory 
distress accompanied by cyanosis. Intramuscular penicil- 
lin was given to 5 patients suffering from staphylococcal 
bronchopneumonia. This series is too small on which 
to base a definite opinion, but results suggest a response 
to treatment on these lines, 4 out of the 5 showing 
response in varying degrees. Ten patients with congenital 


pancreatic deficiency and associated chronic pulmonary 
infection were treated with penicillin by inhalation 
(penicillin aerosol). Various methods of administration 
were employed, and an oxygen mask of soft rubber was 
found to be most satisfactory. The open end of the 
nebulizer was inserted direct through the mask to the 
lips of the patient. The prescribed amount of penicillin 
dissolved in 1 ml. of isotonic sodium chloride was placed 
in the nebulizer and oxygen passed in at the rate of 
6 litres a minute. This apparatus was well tolerated by 
all patients over the age of 18 months, and many between 
12 and 18 months, but little success was obtained in 
younger infants. The duration of individual treatment 
was 8 to 12 minutes repeated 3-hourly. The dose of 
penicillin was finally fixed at 20,000 units per treatment. 
The best results were obtained by treatment for 10 to 15 
days with a subsequent rest period of 2 to 4 weeks. No 
toxic symptoms were encountered, and no irritation of the 
respiratory tract. Five of the 10 patients showed very 
satisfactory and enduring results, but in the others only 
slight or moderate and transitory benefit was obtained, 
perhaps due to the fact that some strains of staphylococci 
are or become drug-resistant. 

The authors conclude that the mortality of Siwecyutic 
disease has been reduced and good health maintained 
by 3 measures: (1) an appropriate diet begun promptly 
and continued consistently; (2) the use of sulphadiazine 
during the stage of chronic cough, both for prophylaxis 
and for intercurrent infections; (3) the use of penicillin 
either by inhalation or combined with intramuscular 
injection for the treatment of the terminal suppurative 
bronchitis. 

A detailed description of 15 cases is appended. 

Jas. M. Smellie 


79. Congenital Fibrocystic Disease of the Pancreas 
P. E. BLAuBAUM. Medical Journal of Australia [Med. 
J. Aust.) 1, 833-837, June 15, 1946. 4 figs., 5 refs. 


It was not until 1938 that congenital fibrocystic 
disease of the pancreas was differentiated from coeliac 
disease. This delay was due both to a failure 
to examine the pancreas microscopically in children 
dying of coeliac disease and to the fact that, despite the 
complete absence of fat-splitting enzyme, a large 
percentage of split fat was found in the stools. Th- 
disease invariably begins before the age of 12 months, 
and the onset may be pulmonary, gastro-intestinal, or 
both. In the pulmonary type, onset is with chronic 
cough, often mistaken for pertussis, and interrupted by 
recurrent attacks of bronchitis or bronchopneumonia. 
In the gastro-intestinal type onset is with diarrhoea, with 
stools characteristic of carbohydrate dyspepsia, fat 
dyspepsia, protein indigestion, or a combination of all 
three. Coeliac symptoms may appear after the age of 
18 months. 
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Clinically the child is emaciated, the abdomen 
distended, and the extremities spindle-like. The liver 
is often enlarged, in contrast to coeliac disease. The 
chest reveals poor movement, hyperresonant percussion 
note and showers of moist rales. Glycosuria is rarely 
found. X-ray examination of the chest shows obscuring 
of the cardiac shadow by a “circumcardiac halo” 
with diffuse mottling throughout the lung. Prolapse of 
the rectum is frequent. Death commonly occurs before 
the age of 1 year, but may be postponed to the third or 
fourth year. 

Pathological changes are present in the pancreas, which 
is small, fibrous, and atrophic; connective tissue is 
greatly increased, and there are clusters of round cells 
and dilatation of the ducts. Little secretory tissue 
remains although the islets of Langerhans are 
preserved. In the lungs, emphysema, atelectasis, 
cylindrical bronchiectasis, and, occasionally, staphylo- 
coccal lung abscesses are found. The liver may show 
fatty changes, and rickets and keratomalacia are 
occasionally seen. The disease should be suspected in 
cases presenting an atypical picture of coeliac disease, 
particularly where there are associated pulmonary 
symptoms and signs, and when the onset dates from 
the first year of life. The diagnosis is confirmed by 
duodenal aspiration and estimation of the enzyme 
content of the pancreatic secretion. 

The child is starved for 4 hours before passage of a 
Rehfuss tube which has a metal tip and several perfora- 
tions extending over the distal 5 centimetres. The tube 
is passed under fluoroscopic control until the tip lies at 
the pylorus with some slack in the stomach. The patient 
then lies on the right side for 2 hours. The tip of the 
tube should now be in the second part of the 
duodenum, with the metal tip pointing downwards well 
over to the right of the abdomen; in the lateral view it 
is on a level with the body of the second lumbar vertebra. 
Specimens are collected every 5 minutes for half an hour 
into 6 sterile tubes which are kept on ice. At the end 
of the half-hour 10 ml. of N/10 hydrochloric acid is 
injected into the tube and 6 further specimens are 
obtained during the next half-hour, The pH of the 
contents of each tube is estimated, and the tube of 
maximum pH used to measure the tryptic content. 
This may be done by Gross’s, the micro-Kjeldahl, or 
the viscosimetric method. The first of these methods 
was employed by the author as being the simplest and 
most suited to the routine hospital laboratory. A series 
of dilutions of duodenal juice are added to a casein 
substrate. After 15 minutes’ incubation acetic acid is 
added to each tube. This precipitates more easily, and 
the end point is taken to be the first clear tube. The 
result is expressed as the number of ml. of casein 
solution completely digestea by 1 ml. of the duodenal 
juice. Normal figures are from 20 to 50 ml. 

Two cases are recorded, the first being diagnosed by 
typical post-mortem findings and the second before 
death by the complete absence of tryptic activity in 
the pancreatic juice and a total stool-fat content of 41% 
of which 66% was split fat. 

Treatment consists in controlling the intermittent 
exacerbations of respiratory infection by preventive 
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measures, sulphonamides, and penicillin; and in the 
administration of pancreatic extract, enteric-coated, 
10 minutes before food combined with intramuscular 
injections of large doses of vitamin A. 

The existence of a cgndition of temporary 
pancreatic insufficiency is discussed, and treatment 
on the lines indicated above is suggested. The case 
of a child, aged 4 years, who had advanced bronchiectasis 
and steatcrrhoea and in whom the tryptic activity of 
the pancreatic juice was normal is briefly described, 
Chronic toxaemia may be a cause of steatorrhoea jp 
children, and further investigation along these lines 
should be undertaken. 


Geoffrey McComas 


80. Leri’s Familial 
familiar de Leri) 

A. GArREIso, B. VisNovsky, and J. C. PELLERANO. Re- 
vista de la Asociacién Médica Argentina [Rev. Asoc. méd. 
argent.} 60, 323-329, May 30, 1946. 20 figs., 10 refs. 


Just a quarter of a century ago Leri (Bull. Soc. méd. 
Hop. Paris, 1921, 45, 1228) gave an account of a disease 
which he called “ familial pleonosteosis, a congenital 
and hereditary disease of ossification”. The deformity 
is characterized by stumpy, thick, fat hands, large digits, 
phalanges bent at right angles and more or less fixed by 
ankylosis, allowing only limited movement; elbow move- 
ment is also limited and the arms are held incurved “ in 
parenthesis’. There is similar limitation of movement 
of the lower limbs with inability to cross the legs, and pes 
varus is present. The neck fs thick and short, and move- 
ment of the head in extension and laterally is restricted; 
except for a somewhat depressed bridge of the nose the 
head is normal, and the teeth are individually normal 
but displaced. Radiographs show enlarged epiphyses 
of the long bones with points of ossification earlier than 
normal, and at times there are subluxation and bony de- 
struction. Several cases have been recorded since Leri’s 
first account, but not many in all; the authors mention 12 
and give references to the literature where 10 of them are 
recorded. Two or 3 cases may occur in the same family 
—a parent and 1 or more children; it may attack 
either sex and may be seen in the very young. Leri’s 
cases included a man of 35 years, 1 of his daughters, 
aged 4, and a son 3 weeks old. 

In the present paper the authors give details of 2 cases, 
in brothers aged 12 and 5 years, under their own obser- 
vation. The general aspect and bony changes were 
those mentioned above; photographs and x-ray repro- 
ductions show them very clearly. Mentally the children 
seemed to be little, if at all, below the average of intelli- 
gence for their ages, but speech was backward, vocabulary 
was small, and speech was made up of nouns and verbs 
rather than of connected sentences. Blood examination 
revealed nothing abnormal worth noting, except that in 
the older boy the leucocytes were only 3,000 per c.mm.; 
the differential counts were within the normal limits for 
their ages. Wassermann and Kahn reactidns were 
negative. H. Harold Scott 
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gi. Craniopharyngiomas in Children 
F, D. INGRAHAM and H. W. Scott. Journal of Pediatrics 
{J. Pediat.] 29, 95-116, July, 1946. 15 figs., 17 refs. 


The authors report their experience of 16 cases treated 
during a 13-year period; their paper is suitably illustrated 
with photographs of patients, diagrams, and radiographs. 
After a statement upon the embryology of these tumours 
_-with emphasis on the fact that they develop from the 
ectodermal lining of the buccal cavity—case reports of 2 
patients are given in detail; then follows a discussion of 
the general principles involved. The masses of squamous 
epithelial cells comprising the tumour are very liable to 
calcification and to cyst formation, but no evidence of 
malignant change was found in the specimens removed at 
operation or in any of the necropsy material. Despite 
this, however, the growth of the tumour is very liable to 
cause compression of adjacent structures, resulting in 
visual disturbance (lower-quadrant field defects and, 
later, bitemporal hemianopia; sometimes a right or left 
homonymous hemianopia); intracranial hypertension 
(hydrocephalus); hypophyseal disorders (arrested skeletal 
development: Lorain type of dwarfism; occasionally 
Simmonds’s type of pituitary cachexia; diabetes insipidus) ; 
and hypothalamic disorders (hypothermia; hypersomnia; 
Fréhlich’s syndrome; autonomic epilepsy). 

The authors discuss the symptoms, signs, special 
findings, and differential diagnosis of these tumours; in 
regard to treatment they favour conservative operative 
intervention, with evacuation of the cyst and partial 
removal of the wall, and perhaps a trial of x-ray therapy: 
Such treatment, if given in good time, will probably 
prevent blindness, and in some unusually fortunate cases 
there may be no return of symptoms for surprisingly long 
periods of time. Five of their 16 patients are now alive, 
but only 2 can be considered “* cures ’’, one having lived 

-as long as 13 years since operation. Usually symptoms 
recur in the first 3 to 6 months after operation, and these 
are the cases for which the authors would carefully 
consider irradiation. On the other hand they would 
favour a repetition of surgical treatment for patients 
whose symptoms recur after a loiig remission. 

N. B. Capon 


82. Systemic Infantile Toxoplasmosis 

H. R. Pratt-THomas and W. M. CANNON. American 
Journal of Pathology [Amer. J. Path.] 22, 779-796, 
July, 1946. 6 figs., 25 refs. 


The number of records of human toxoplasmosis has 
been growing steadily since 1939, when the first authentic 
case in man was reported. However, the total number of 
cases known up to the present does not exceed 36, of 
which 15 were reported from the United States. In 
view of the variable clinical manifestations of this disease 
and almost comp'cte lack of epidemiological data, 
especially regard..g its transmission, the recording of 
any additional information is desirable. In the present 
paper the authors describe a fatal case of disseminated 
toxoplasmic infection in a newborn infant from South 
Carolina, which is the first record of this disease from 
the south-eastern States of the U.S.A. 


The infant, who lived only 5 days, was cyanotic at 
birth, later developing oedema and symptoms of cerebral 
irritation, with nystagmus and convulsions which per- 
sisted till death. The parents were apparently in good 
health and the only animal with which they had been in 
contact was a dog. A detailed description is given of the 
post-mortem examination and histopathological findings. 
The most marked changes were observed in the heart 
and brain. The myocardium had a mottled reddish- 
yellow colour, while beneath the epicardium were multiple 
haemorrhagic foci. There was evidence of involvement 
of the entire heart wall with multiple foci of necrosis. 
Accumulations of toxoplasms (“‘ pseudocysts”’) were 
found within the muscle cells, and in the endothelial 
cells of small arteries. In the lungs the parasites were 
found in the lining cells of the alveoli, many of which 
were collapsed while others contained clumps of macro- 
phages. In the liver there were no specific lesions, but 
parasites were seen in the Kupffer cells and in the endo- 
thelium. Small numbers of toxoplasms also occurred 
in the endothelium of blood vessels of the spleen and 
adrenals, as well as in the smooth muscle cells of the 
stomach wall, in the epithelium of the intestinal mucosa, 
in the vascular epithelium of the pancreas, in the sinu- 
soids of the lymph nodes, and occasionally in the 
medullary tissue of the bones. In the brain there were 
numerous small granulomata scattered throughout the 
tissue and composed of accumulations of epithelioid 
cells. There were also areas of oedema and degenera- 
tion, containing leucocytes. ‘* Pseudocysts ” containing 
toxoplasms were numerous in the brain, but they were 
never situated within a granuloma, area of degeneration, 
or inflammatory infiltrate, though individual parasites 
were present in and about the granulomata as well as 
in the epithelium of the choroid plexus. There was no 
calcification. 

From the appearance of the lesions, the localization 
of the parasites, and absence of calcification in the brain, 
the authors conclude that in the case in question the 
infection was of short duration, having taken place only 
a few days before birth or even during or immediately 
after delivery. No new light has been thrown on the 
method of infection or the portal of entry. The histe 
logical changes in this case seemed to indicate tha’ -« 
infection was still in the active invasive stage, being s~ 
by the blood stream and by migrating leucocy 
paper is illustrated by 6 photomicrographs anu theie 
useful table summarizing all the previous recorc 
human toxoplasmosis confirmed at necropsy. 

C. A. Hoare 


83. Basal Metabolism in Childhood: Current Progress 
I. J. WoLMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 211, 733-742, June, 1946. 42 refs. 


84. Child Life and Health. [In English] 

C. McNetL. Schweizerische Medizinische 
schrift [Schweiz. med. Wschr.] 76, 941-944, Sept. 16-21, 
1946. 
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85. ‘* Headache ” 
C. Symonps. Guy’s Hospital Gazette [Guy’s Hosp. Gaz.] 
60, 202-208, Aug. 3, 1946. 7 figs. 


: This is a clinical lecture in which recent research into 

‘the mechanism of headache is surveyed. There have 
been 3 main sources of information. First, observations 
during operations on the head under local analgesia have 
shown which structures are sensitive to pain. The tissues 
outside the cranium are all sensitive, especially the 
arteries. The cranium is insensitive. Within the 
cranium the brain substance and the pia-arachnoid are 
insensitive; and likewise the dura, except the part which 
covers the base of the skull, and the tentorium. The 
larger dural arteries, the large arteries at the base of the 
brain, and the large venous sinuses and their tributaries 
are sensitive. Stimulation of sensory nerves intracrani- 
ally causes pain of appropriate distribution. 

The second source of information has been from head- 
ache experimentally produced by injecting 0-1 mg. of 
histamine intravenously. Histamine causes dilatation of 
the arteries of the meninges and on the surface of the 
brain, leading to a rise in cerebrospinal fluid pressure. 
The headache begins as this rise in cerebrospinal fluid 
pressure and the fall in blood pressure subside. It is 
relieved by raising the cerebrospinal fluid pressure (by 
jugular compression or intrathecal injection of saline) or 
by a fall in blood pressure (by a second injection of hista- 
mine or inhalation of amyl nitrite). Thus it seems to be 
relieved by increasing the pressure outside the walls of 
intracranial arteries, or by diminishing the pressure within 
them. This suggests that the headache is due to stretch- 
ing of the arterial walls, which may possibly be abnor- 
mally stfetched by a normal in{ernal pressure. The 
headache of experimentally induced fever is relieved by 
raising the intracranial pressure by intrathecal injection 
of saline, and is associated with increased amplitude of 
pulsation of intracranial arteries. It appears, then, that 
the headache of fever is caused by an abnormal degree of 
stretching of the arterial walls, chiefly within the skull. 
Headache following lumbar puncture may be produced 
by the withdrawal of 20 ml. of cerébrospinal fluid, is re- 
lated to posture, and is probably due to traction upon 
the pain-sensitive structures anchoring the brain to the 
skull. It should not be regarded as “ low pressure ” 
headache, because raising the intracranial pressure by 
jugular compression increases it. 

Observation in disease is the third source of informa- 
tion. The headache of migraine has a throbbing char- 
acter, but is not relieved by raising the cerebrospinal fluid 
pressure. There is increased temporal artery pulsation, 
and a constant parallelism between amplitude of pulsation 
and intensity of headache. 
creases the amplitude and diminishes the headache. It 
seems certain that the most important source of pain in 
migraine is stretching of extracranial arteries, and that 


Ergotamine tartrate 


General 


the therapeutic effect of ergotamine tartrate depends op 
its ability to produce prolonged and powerful vasocop. 
striction. There is, however, evidence of stretching of 
the intracranial arteries as a contributory cause. Attacks 
of headache in arterial hypertension have much the same 
basis as those of migraine, and can generally be relieved 
by an injection of ergotamine tartrate, despite the result- 
ing rise in blood pressure. The explanation offered for 
hypertensive headaches is that variations in the tone of 
cranial arteries are common, that the relaxed artery will 
be more stretched if the blood pressure is high, and the 
liability to headache consequently greater. The head- 
ache of intracranial tumour is not, as previously supposed, 
due to stretching of the parietal dura from increased 
intracranial pressure. There may be headache with a 
normal pressure or it may be provoked by a rapid lower- 
ing of pressure—as when a cyst is tapped or cerebro- 
spinal fluid withdrawn. Experimentally, .the — intra- 
cranial pressure can be raised to over 500 mm. in a nor- 
mal man by lumbar injection of normal saline and main- 
tained at this level for 10 minutes without causing head- 
ache. It is concluded that the headache of intracranial 
tumour is due to traction upon or displacement of pain- 
sensitive structures. K. Black 


86. Essential Oral Hyperthermia; Report of a Study of 
25 Cases of Low Grade “ Fever ” 

E. M. Rappaport. Annals of Internal Mediciiie {Ann. 
intern. Med.} 25, 1-14, July, 1946. 7 refs. 


Twenty-five young men, 20-28 years old, admitted toa 
U.S. Army hospital (18 with acute upper respiratory infec- 
tions, 2 with bacillary dysentery, 1 each with malaria, 
herpes zoster, duodenal ulcer, migraine, lumbosacral 
strain), 22 of whom had a pyrexia when first seen, showed 
for long periods afterwards at certain times of the day a 
slight elevation of the oral temperature (up to 99-8° F. or 
37-8° C.) compared with the rectal temperature taken at 
the same time. The maximal difference noted was 
0-6° F., usually at 3 p.m., while the morning temperatures 
did not reveal such discrepancies. Tachycardia did not 
always coincide with the maximum daily temperature. 
Extensive physical and laboratory examinations aimed 
atevery possible source of infection, and repeated where 
it seemed advisable, failed to reveal any organic cause for 
the hyperthermia. The patients were kept in hospital 
for periods varying between 4 and 50 weeks. The final 
diagnosis was: psychoneurosis, mixed (6); psycho- 
neurosis, anxiety (5); hysteria (2); neuro-circulatory 
asthenia (9); neuro-circulatory asthenia and duodenal 
ulcer (1); no disease (2). Fifteen patients were dis- 
charged from the Army, 10 returned to duty (non- 
combatant). The majority are described as nervous 
individuals with vague complaints of fatigue, palpitations, 
fleeting precordial, muscle, and joint pains, irritability, 
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depression, insomnia, though these symptoms were 
inconstant and changed frequently. Hyperhidrosis of 
lms and soles was common among them. 

The author concludes that oral hyperthermia is the 
suitable description for a condition where a raised oral 
temperature exceeds the rectal temperature without 
evidence of organic disease. It is encountered in a 
certain proportion of psycholabile individuals after a 
short febrile illness, and is explained as a disturbed 
balance of the mechanism under control of the sympa- 
thetic nerves regulating the blood flow through the various 
parts of the vascular beds. When the rectal temperature 
remains persistently normal prolonged stay in hospital 
with a medley of diagnostic procedures should be avoided. 
Reassurance is essential. L. H. Worth 
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87. Asthma in Childhood 
T. N. Fisner. British Medical Journal (Brit. med. J.] 
2, 452-454, Sept. 28, 1946. 4 refs. 


The importance of early diagnosis of asthma is empha- 
sized. Chest symptoms of unexplained origin in early 
life should arouse suspicion of allergic disease, as much 
harm is done by regarding and treating as infective chest 
conditions which are allergic. Asthmatic symptoms 
began in 48% of 200 children during infancy—asthma in 
its purest form—while 39% had their first attack between 
the ages of 2 and 6 years, often after a respiratory 
infection such as with measles or whooping-cough, a 
proportion of this group being of the “lung damage 
type’ of asthma. 

Until more is known of the laws which control 
hypersensitivity, the aim of treatment should be mainly 
the correct psychological management. The attitude 
of the parents is all-important. Previous misconceptions 
must be exorcised, particularly their fears, and they 
must be enjoined to cultivate an air of placid confidence 
that the chest trouble is a childhood complaint which is 
not going to persist. Attacks due to excitement, such 
as starting school, should be anticipated, relieved by 
medication, and dismissed as lightly as possible. Parents 
should also become unobtrusive detectives, so that 
circumstances which are seen to lead to attacks are 
avoided. The dangers of improper management are 
described, anda regular life free from over-excitement and 
physically exhausting experiences with adequate hours 
of rest and sleep is advocated. 

The possibility of foods and inhalants being respon- 
sible for attacks is discussed. The author states that 
obstinate and most dramatic examples of sensitivity to 
specific foods undoubtedly occur, but excessive dietetic 
rules and restrictions are best avoided, while skin tests, 
though of great theoretical interest, are likely to focus 
attention unduly on the search for specific allergens. A 
healthy, unobstructed upper air passage and correct 
breathing habits are of primary importance, but that it is 
inadvisable to promise permanent relief of asthma as a 
result of operative procedures is stressed. Of 57 children 
who had their tonsils and adenoids removed and who 


D 


were seen at least 6 months later, 12 were markedly 
improved, 36 were unchanged, 6 were worse, and in 3 
the operation was blamed for the onset of the disease. . 
Breathing exercises as advised by the Asthma Research 
Council in its handbook (Physical Exercises for Asthma, 
1944) are one of the most beneficial forms of therapy in 
this disease. In the majority of the children a steady 
tendency to diminution in the number and severity of 
the attacks as they grew older was noted. Those 
cases in which the child develops symptoms in infancy, 
if promptly diagnosed and treated, yield the most 
promising results. D. A. Williams 


88. On Hay-fever Vaccine and the Results Obtained 
with it. (Om Hofebervaccine og Resultater ved Brugen 
deraf) 

J. KraGu. Ugeskrift for Leger (Ugeskr. Leg.] 108, 
711-715, July 25, 1946. 2 figs. 


The author describes the results of prophylactic 
inoculations of hay-fever patients carried out from 
1930 to 1943. The vaccine consisted of a grass-pollen 
extract made up in a solution of sodium chloride and 
sodium bicarbonate with phenol as a preservative: the 
concentration employed ranged from 1/1,000,000 to 
1/100. A skin test was first carried out to assess the 
degree of sensitivity to the vaccine; 89 patients were 
investigated, and a total of 284 tests were carried out. 
The strength of the reaction was given a numerical 
designation from 0 to 3 (1: reaction to 1/100 extract; 
2: reaction to 1/1,000 extract). Most reactions were of 
strength 1 (120) and 2 (108); 16 were negative, including 
treated patients who had been positive in previous tests. 
The values varied in the same patient from year to year. 
The average annual numerical value of the skin reaction 
also varied considerably, reaching a maximum in 1933 
and a minimum in 1941; this was ascribed to a seasonal 
variation in the strength of the vaccine. 

General reactions to the vaccine may occur, usually 
half an hour after inoculation, consisting of an attack of 
allergic rhinitis or urticaria, with thoracic or epigastric 
discomfort; all respond to treatment with adrenaline. 
There may be shock, in rare instances with circulatory 
collapse. Some patients have a tendency io general 
reactions, which recur in successive years and usually 
with the same type of symptoms. In the author’s series 
the percentage of general reactions varied from 6 to 89 
in different years, but the number of cases was too small 
for these figures to be significant. Reactions can usually 
be avoided by giving adrenaline at the same time as the 
vaccine. There was no correlation between the strength 
of the skin reaction and the percentage of general 
reactions in various years, but when individual cases 
were considered there was a distinct indication that strong 
reactions to the skin test were associated with a liability 
to have a general reaction. Oedema at the site of the 
injection is sometimes seen, appearing after some hours 
and lasting several days. Although the extent of the 
swelling may cause alarm to the patient no treatment is 
necessary. 

An analysis of the results of treatment shows that 
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99 cases were rendered symptom-free or nearly so, 144 
were improved, and 30 showed no improvement; these 
figures include patients who received several courses 
of treatment. Some annual variation in the efficacy of 
treatment was noted, probably due to variation in the 
pollen content of the air or in the toxin content of the 
pollen. After several successive years of treatment the 
disease disappeared in 2 patients, returning later to a 
reduced extent in the absence of treatment. In 7 cases 
the skin reaction became weaker over a number of years, 
while at the same time the response to treatment became 


more marked. D. J. Bauer 
METABOLIC DISORDERS 
89. An Investigation into Certain Tongue Changes in 


British Troops 
B. H. Situ. British Medical Journal [Brit. med. J.] 
2, 489-491, Oct. 5, 1946. 3 refs. 


This investigation was carried out on behalf of the 
Nutrition Section, Department of Hygiene and Pathology, 
Medical Directorate, G.H.Q. (India). Its object was to 
determine the incidence, variation, and significance of 
certain abnormalities of the tongue which were being 
observed among British troops in India and S.E. 
Asia Commands. These variations were causing 
difficulties in the diagnosis of malnutrition. The 
abnormalities studied consisted of fissuring and of 
epithelial changes of various degrees and types. Fissur- 
ing was regarded as present in any tongue which showed 
furrows other than the normal single antero-posterior 
one (thus including some cases of congenital fissuring). 

Epithelial changes consist of 3 main types: (1) Single 
or multiple, round or irregular patches over which fur 
was either absent or thinner than that of the surrounding 
tongue. (2) Multiple areas, similar to those of type 1, 
but demarcated by a border of thickened whitish-grey 
epithelium. These areas gradually altered in shape by 
advancement of the thickened border in one direction, 
accompanied by restitution to normal elsewhere. 
(3) Red, shiny patches, circular or irregular, on the 
posterior third of the dorsum; in these areas the papillae 
were absent, the surface being either smooth, subdivided 
by multiple tiny cracks, or covered by a thin layer of 
white epithelium. None of these changes seemed to be 
related to age, length of service, or use of dentures, or 
to alcohol, condiments, or tobaeco consumption. They 
did not cause symptoms. 

The incidence of the changes was studied in 2 groups 
of British troops, one comprising 761 men with 2 years’ 
service in India or Burma, the other comprising 2,390 
men recently arrived in India from the U.K. The 
incidence of fissuring and of epithelial changes in the 2 
zroups was as follows: 


group 

Percentage with tongue changes... 10-04 14-7 
s, epithelial changes alone .. 0-62 1-97 


», fissuring and epithelialchanges .. 2°42 4-07 


The only sign of nutritional deficiency found was 
angular stomatitis, which was present in 4 men in the 
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U.K. group and 3 in the Burma group. A therapeutic 
trial was performed to determine the effect of vitamin 
supplements on the tongue condition. Thirty-one men 
received the following supplement daily for 24 days; 
thiamine 5 mg., riboflavin 5 mg., niacin 50 mg., ascorbic 
acid 125 mg. Ten men received 5 mg. riboflavin only 
daily for 15 days. Equal numbers of men were observed 
as controls for each group, with similar basic ration 
scales, training, and living conditions. No significant 
changes in the tongue condition were observed in the 
treated group as compared with the controls. 
Although the incidence of the tongue changes was 
slightly higher in the Burma group the author concludes, 
after discussing the evidence, that the lesions described 
are unlikely to be of nutritional origin; their importance 
is that they may be mistakenly regarded as evidence of 
deficiency disease. A. R. Kelsall 


90. Painful Feet in Prisoners-of-War in the Far East, 
Review of 500 Cases 

E. K. CRUICKSHANK. Lancet [Lancet] 2, 369-372, Sept. 
14, 1946. 2 figs., 7 refs. 


The author reviews 500 cases in Changi camp, 
Singapore, in July, 1942—i.e., 54 months after capture. 
The aching and burning pain in the feet occurred in 
100%, the sharp stabbing pains, lasting 4—2 seconds, in 
58-6°%; the same symptoms in the hands in 6°4%, 1 or 
2 months after the feet were affected—all old-standing 
cases. In 80% of the patients there was a history of 
previous deficiency symptoms. On examination 58% 
showed signs: (1) referred to vitamin-B, deficiency— 
angular stomatitis, glossitis, stomatitis in 31-6°%, scrotal 
dermatitis in 30-0%, defective vision 13-06%; [no mention 
is made of cheilosis, the lesions at the angles of the 
palpebral fissures, in the perianal region, and on the 
prepuce; no further data are given concerning the 
defective vision except to assign a retrobulbar neuro- 
pathy as the cause}; (2) referred to a vitamin-B, 
deficiency—oedema 6:2°,, absent or sluggish reflexes 
2:2%, hypalgesia of the legs 1:8°%. Exaggerated tendon 
reflexes occurred in 23°,; the abdominal reflexes were 
brisk and plantar reflexes normal in all. Of 189 cases 
(the patients’ ages ranging from 21 to 42 years) in which 
the blood pressure was taken, 51 gave readings above 
normal; of these, 39 showed exaggerated reflexes; all 
were old-standing cases with marked pain and insomnia. 

No very definite conclusions could be drawn from the 
results of treatment. Crystalline vitamin B, intravenously 
to a few cases appeared to yield no benefit. Among 
119 patients treated with nikethamide (nicamide) in 
daily doses of 1-7 ml. [dose of nicotinamide not stated] 
intravenously for 5 to 10 days there was very considerable 
improvement in a good proportion. To 323 patients 
3 oz. (85 g.) daily of rice polishings was administered with 
beneficial results. To 20 chronic cases 8 oz. (226-7 g.) 
of boiled green gram was given daily; all but 2 improved. 
Twenty-one patients took | oz. (28-3 g.) of “‘marmite” by 
the mouth, and though none was completely relieved 
considerable improvement was noted in 3 weeks. It is 
stated that the syndrome had almost disappeared in the 
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camp before there was any increase in the riboflavin 
intake. Later with an improved diet all recovered. 

The author discusses briefly a number of other con- 
ditions having a somewhat similar symptomatology 
without throwing any light on the aetiology of the 
syndrome. [Only a single reference is made to previous 
observations—on a syndrome which has been well 
recognized, certainly for a century and a half. No 
reference is given to the results of treatment with 
pantothenic acid, as described by Gopalan, Indian med. J., 
1946, 81, 22.] H. S. Stannus 


91. Deficiency Diseases 
B. L. W. CLarKeE. Medical Journal of Australia [Med. 
J. Aust.] 2, 162-166, Aug. 3, 1946. 


The author describes his experiences while a prisoner 
of war in Japanese hands from early 1942 until August, 
1945. In the early stages a third of the medical equip- 
ment was removed by the Japanese, and even as late as 
1945 further microscopes were taken. Before the entry 
of the Japanese, Singapore and a large area of Malaya 
were free from malaria; during the occupation, anti- 
malaria control broke down, with the result that 90% of 
the prisoners, as well as many of the Japanese, contracted 
malaria. Lack of equipment for refuse disposal resulted 
in outbreaks of dysentery. Rations consisted of rice 
500 g. daily, a meat issue of 100 g. weekly, with sporadic 
supplies of fish and vegetables. Constipation, with 2 
or 3 bowel actions weekly, and polyuria, with noc- 
turnal frequency, became general. 

Four types of beriberi were encountered: (1) neuritic, 
(2) oedematous, (3) cardiac, and (4) cerebral. Pharmaco- 
logical preparations of vitamin B, given by the mouth 
were ineffective, while rice polishings, marmite ’’, and 
“ vegemite ” given orally and thiamin in large doses given 
intravenously were beneficial. Bilateral erythema and oe- 
dema of the scrotum, spreading later into the groins, lower 
abdomen, thighs, anal region, and penis, often accom- 
panied by angular stomatitis, cheilosis, conjunctivitis, 
glossitis, and retrobulbar neuritis, appeared in epidemic 
form some 4 months after capture. There was no 
response to local treatment, but the symptoms were 
relieved by 2 drachms (8 g.) daily of marmite or 
vegemite. The eye lesions were unaffected by treatment. 
This epidemic recurred on 2 further occasions, on both 
of which the gardens were put out of bounds with the 
consequent disappearance of greens from the diet. 
Grass extract was manufactured and administered to 
patients in doses of half a pint (284 ml.) daily with 
satisfactory results. 

In August, 1942, the syndrome of painful feet first 
appeared. Relief was obtained by walking about and 
by the application of infra-red rays. It was noticed that 
during the course of a pyrexial illness the pain temporarily 
disappeared. The author attributes this syndrome to 
protein deficiency. All the prisoners suffered from some 
form of oedema at some period during the 34 years of 
captivity. By January, 1945, the constant heavy duty (up 
to 14 hours a day), the low-calorie diet, exposure to the 
tropical sun, together with rapidly increasing malaria, 
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dysentery, deficiency disease, and vermin, caused the 
men gradually to lose weight. The average weight loss 
by April, 1945, in 100 men was 84 Ib. (38 kg.). Tropical 
ulcers appeared in 1943, commonly occurring on the 
legs below the knees or on the forearms and hands at 
the site of a small puncture wound. Amputation was 
often necessary and many patients died. The treatment 
recommended was cleaning of the ulcer, the application 
of sulphanilamide powder, rest to the affected part, and 
an adequate protein intake together with marmite. 
There were 3 outbreaks of pigmentation dermatoses 
due to food poisoning from a particular type of bean of 
the Calabar variety. The victims underwent a long 
illness with pyrexia, tachycardia, exfoliative dermatitis, 
and subsequently pigmentation. Another form of 
pigmentation occurred at the end of 1944, and responded 
to treatment in hospital out of the sun, mixed vitamins, 
and grass extract. It is suggested that this syndrome is 
allied to pellagra. In March, 1945, pellagra first appeared. 
It was characterized by erythema, oedema, vesiculation, 
and ulceration of the skin, anaesthesia and symmetrical 
paralyses of muscle groups. The patients recovered 
quickly if taken into hospital and given extra protein, 
marmite, mixed vitamin therapy, and grass extract. 
There were no deaths, and no patients exhibited mental 
symptems. After 6 months in captivity it was found that 
abrasions or injuries of the skin rapidly became infected. 
Lymphangitis, adenitis, and thrombosis of veins in legs 
and thighs were common. Abscess formation occurred 
in the absence of rest and sulphanilamide therapy. 
Geoflrey McComas 


92. Endemic Pellagra in Northern Portugal 

A. Moura Monteiro, H. Coutinuo, G. J. JANz, and 
J. A. DE Loureiro. Journal of Hygiene [J. Hyg., Camb.] 
44, 518-525, Sept., 1946. 33 refs. 


Endemic pellagra has long been recognized among the 
peasant inhabitants of the maize-growing districts of 
Portugal, yet only 25 papers have appeared on the 
subject since 1896. The authors made a field study in 
the summer of 1942 in an area of Minho province (at the 
N.W. corner of Portugal) among a group of villages with 
3,000 inhabitants. Of the 100 pellagrins discovered, 30 
were studied—22 females, 8 males—aged 11 to 67 years. 
One patient had had the disease 48 years, 5 patients for 
10 years, the remainder for from 1 to 10 years. 

The authors remark on the mildness of the symptoms, 
the conspicuous absence of loss of weight and bad 
nutritional status in the majority of patients, the absence 
of true psychosis and troublesome diarrhoea, though 
many were depressed, irritable, and emotional, and all 
complained of burning pain in the pit of the stomach and 
marked weakness. An interesting finding was a raised 
blood pressure, which together with all the other 
symptoms responded to nicotinamide. The foodstuffs 
consumed at 4 meals a day were: (1) white maize 
bread to which 10° rye might be added, sometimes milk 
or salt cod; (2) bread, soup made from cabbage greens, 
dried beans, and olive oil; (3) bread, onion or fruit; 
(4) bread soup. This diet in most respects was found on 
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calculation to be chemically satisfactory. Apart from a 
very low consumption of animal protein the gross intake 
of calories, total protein, minerals, and vitamins, including 
nicotinic acid, was satisfactory. The authors find it 
difficult to explain [as many others have done] why only 
some proportion of the population, all living under the 
same conditions, suffer from pellagra, and believe there 
must be a second factor involved. They came to the 
conclusion that the second factor is a lack of adequate 
high-grade protein containing certain amino-acids. [It 
should be noted that the observations recorded above 
were made before the facts suggesting the bacterial 
synthesis of nicotinic acid in the bowel of man were 
known.] Hugh Stannus 


93. Renal Effects of Protein-Deficient Vegetable Diets: 
A Functional and Histological Study 

S. E. Dicker, H. Herter, and T. F. Hewer. British 
Journal of Experimental Pathology [Brit. J. exp. Path.] 
27, 158-169, June, 1946. 6 figs., 24 refs. 


In a previous paper Dicker and Heller (J. Physiol., 
1945, 103, 449) described methods for determining kidney 
function in the rat, and later (ibid., 1946, 104, 31P) 
showed that vitamin A had an influence on renal function. 
They now apply this knowledge to a study of the kidney 
in the protein-deficient rat. 

Their experimental animals were divided into 3 series 
and received the following diets: (1) standard diet (S.T.) 
containing 18°% casein; (2) protein-deficient diet (C.T.) 
with 85-5% of fresh carrot to supply vitamin A; (3) pro- 
tein- and vitamin A-deficient diet (T.T.) in which turnip 
was substituted for carrot. After 36 days the plasma 
proteins were found to be 7-58 g. per 100 ml. (23 obser- 
vations) on the standard diet (S.T.); 4-67 g. per 100 ml. 
(42 observations) on the carrot diet (C.T.); and 4:26 g. 
per 100 ml. (31 observations) on the turnip diet (T.T.). 
At the same time urinary concentration and dilution tests 
in 20 hypoproteinaemic rats showed that there was an 
inability of the kidney to perform these tests satis- 
factorily as compared with the same rats when on the 
standard diet (S.T.). Inulin and diodone clearance tests 
in both types of hypoproteinaemic rats demonstrated 
that there was a correlation between the glomerular 
filtration rate and the rate of diuresis, which was not 
found in S.T. rats. A point of difference was observed 
between the C.T. and the T.T. rats in that the majority 
of values of the total excretory mass (Tmp) was reduced 
in the latter group of animals. This suggested to the 
authors that the number of normally secreting tubules 
was reduced in the T.T. rats, and, by comparison with 
values obtained from rats on standard diet with vitamin 
A concentrates added, that low Tmp values in C.T. rats 
** may have been * masked ’ by the hypervitaminosis ”’. 

Post-mortem examination revealed that oedema or 
ascites was present in 40 out of 68 C.T. rats, and in 13 
out of 46 in the T.T. series. The ascitic fluid in the case 
of the C.T. rats was “* milky ” and this was found to be 
due to an excess of insoluble calcium salts. There was 
no change in weight of the organs except for the liver, 

which gave a slight but significant increase. Histologi- 


cally the liver was normal, and this was accounted for by 
the fact that the diet contained less than 4% casein. 
Severe kidney lesions were found in 12 and moderate 
kidney lesions in 9 of 33 T.T. rats; of 51 C.T. rats 33 
had severe kidney lesions and 13 moderate. The changes 
consisted of a necrosis and calcification of the broad 
limbs of Henle, with cast formation in the second con. 
voluted tubules. Some dilatation of secreting tubules 
was also noted. 

[As the authors rightly state, this kidney finding js 
common in many experimental animals, but it is also 
seen in artificially induced circulatory disturbances of 
the kidney.] 

A similarity is observed between this condition pro- 
duced artificially in rats and a case in a human being 
reported by Mollison (Brit. med. J., 1946, 1, 4) showing 
hypoproteinaemia and renal impairment. The authors 
find difficulty in correlating the oedema and ascites with 
the results of clearance tests, and discuss the factors 
involved in this mechanism with special reference to 
renal tubular damage. E. M. Darmady 


94. The Nutritional Status of Japanese Prisoners of 
War, Burma 1945 

R. Kark, H. F. Arron, and E. D. Pease. Annals of 
Internal Medicine [Ann. intern. Med.] 25, 266-269, Aug., 
1946. 6 refs. 


A nutritional investigation was made of 29 recently 
captured Japanese prisoners of war. Of these 9 had a 
history of previous beriberi; this was apparently com- 
mon enough in their units to warrant the issue of tablets 
of vitamin B,, though few seem to have taken them 
regularly. 

The clinical examination revealed signs of ribo- 
flavin deficiency, cheilosis, and angular stomatitis in 13 
prisoners. The laboratory findings showed a low level 
of haemoglobin and of urinary riboflavin. Moderately 
low values were found for serum protein, vitamin C, and 
urinary vitamin B,. Serum chloride and urinary 
chloride and methyl-nicotinamide were normal. The 
authors’ comment is that the low haemoglobin and serum 
protein were probably due to malaria, hookworm infesta- 
tion, and poor diet combined; the riboflavin deficiency 
to poor dict alone. They comment, too, on the unexpect- 
edly high values of urinary vitamin B, in view of the low 
dietary content of this vitamin. [Both the text and the 
table indicate a low urinary vitamin B,, though the 
summary states that this was within normal limits.] 

J. Yudkin 


95. Post-Puerperal and Infantile Beriberi 
C. KRISHNAMURTY. Antiseptic [Antiseptic] 43, 545-548, 
Aug., 1946. 


Two cases of cardiac beriberi in adults and 5 cases of 
infantile beriberi are reported: all the patients recovered. 
A high mortality is said to occur from infantile beriberi 
in Narasapatam and its neighbourhood. 

J. B. Mitchell 
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96. Metabolic Studies on Rachitic Infants 

D. J. Barnes, M. KAucHer, and B. MUNKS. American 
Journal of Diseases of Children [Amer. J. Dis. Child.) 71, 
622-646, June, 1946. 3 figs., 20 refs. 


Thirty infants, aged 81 to 473 days, of whom 22 were 
boys, were selected because of physical signs of rickets, a 
serum phosphatase of 20 or more units (Bodansky), and 
little or no vitamin D in their previous diet. Metabolic 
balance studies were conducted for 3 days of each week 
for 8 weeks on calcium, phosphorus, and nitrogen. The 
calcium intake was kept approximately at 150 mg. per 
kilo of body weight. Serum calcium, phosphorus, and 
phosphatase values and haemoglobin, red cell, and 
white cell counts determined weekly. The wrists were 
radiographed every 2 weeks. After an initial control 
period of 2 weeks the infants were divided into groups 
of 4, cach group receiving one of the following vitamin D 
preparations by the mouth: cod-liver oil concentrate 
20,000 or 270 or 100 U.S. Pharmacopoeia units; or tuna- 
liver oil 270 or 100 U.S.P. units; or “ viosterol” 
(calciferol in oil) 270 or 100 U.S.P. units. Four infants 
received no vitamin D. All groups receiving vitamin D 
showed calcium retention, this being most marked in the 
group receiving 20,900 units. In the other groups it was 
found that calcium retention, with equal amounts of 
vitamin D, was greatest with cod-liver oil and least with 
viosterol. Phosphorus retention was similar to calcium 
retention but less definite: the fall in serum phosphatase 
again suggested the lowest activity for viosterol. No 
significant effect on nitrogen retention was observed. 
The results of all analyses, etc., are given in full. [The 
small number of children in each group makes the 
statistical evaluation of these results uncertain. This 
paper is important since it is the first to deal with the 
relative effectiveness of different forms of vitamin D at 
minimal levels of dosage.] F. Bicknell 


97. Hunger Osteopathy. (Hongerosteopathie) 

M. D. J. VAN DER MEER. WNederlandsch Tijdschrift voor 
Geneeskunde (Ned. Tijdschr. Geneesk.] 90, 1187-1192, 
Sept. 21, 1946. 5 figs., 1 ref. 


This paper describes atrophic changes in the skeleton, 
due to starvation, in 15 elderly women inmates of an 
institution for the aged in the Netherlands during the 


last two years of the war. The patients complained of 
pain in hips and groins and most of them were quite 
unable to walk. Lordotic and kyphotic spines were 
frequently observed and clinically the picture was that of 
osteomalacia accompanied by fractures. In many cases 
the condition was the precursor of hunger oedema. 
Radiographs invariably revealed a generalized atrophy 
of the skeleton. In addition, more specific lesions were 
found in the pelvis and in the neck of the femur, consist- 
ing of asymmetrical, flat pelvis, defects of the corticalis, 
multiple areas of rarefaction, and fractures. The blood 
chemistry revealed low calcium and phosphate levels and 
increased values for the (alkaline ?) phosphatase. In 


spite of the continuation of a deficient diet, all patients 
were cured by the administration of vitamin D, which 
was given either orally over a minimum period of 
4 months, or as a single intramuscular injection of 
600,000 units, in which case improvement occurred 
within 10 weeks. This treatment produced good callus 
formation; the calcium and phosphate contents of the 
blood rose to normal, and the phosphatase, after an 
initial rise, also returned to normal. The author points 
out that the condition was not encountered in male 
patients of the same institution. R. Salm 


DIABETES 
98. Oxidase and Diabetes 


M.C.Souto Matior. Medical Times [Med. Times, N.Y.] 
74, 191-195, July, 1946. 3 figs., 9 refs. 


The author quotes observations to show that the 
oxidase of granulocytes may diffuse to the plasma and 
erythrocytes (oxidasic effusion). Hypereffusion of oxidase 
was found to be accompanied by changes in blood-sugar 
level. The object of this investigation was to explore the 
relationship between hypereffusion of oxidase and blood- 
sugar: level in diabetics. The blood sugar and Seabra 
oxidase index were estimated and the Seabra hyper- 
effusion test was done, weekly, on 20 female patients 
admitted to hospital with diabetes. The Seabra 
oxidase index was taken as a measure of oxidase 
intensity in the leucocytes, and the Seabra hypereffu- 
sion test as indicating the degree of effusion of 
oxidase to the plasma and erythrocytes. These were 
estimated in Seabra’s laboratory by his assistant, 
and no account of the methods used is given in this 
paper. Blood sugar, oxidase index and hypereffusion 
were determined on the day of admission to hospital, 
and the patients were then put on a “ special diet” 
(composition not given) for a week, after which the tests 
were repeated and insulin was started if considered 
necessary. The results of the weekly determinations are 
expressed graphically, and curves for 12 of the patients 
are given in the paper. It was found that an increase in 
oxidasic hypereffusion preceded or occurred simul- 
taneously with a decrease of blood-sugar level, whereas 
decrease of hypereffusion was associated with a stationary 
or increasing blood sugar. The blood-sugar change 
accompanying hypereffusion was greater when the blood 
sugar was initially high. The highest figures for oxidase 
index were obtained in severe cases of diabetes or in the 
presence of complications. There was, however, one 
serious case with normal index. The author concludes 
that leucocytic oxidase is one of the factors in blood- 
sugar regulation, and attributes the variations of blood 
sugar in diabetics, occurring without change of insulin or 
diet or general condition, to variations in the effusion of 
oxidase. The possibility that the blood sugar and 
oxidase changes might both be the result of the injection 
of insulin was discounted because they were still found to 
occur in cases where insulin had not been given. 

K. Black 
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Cardiovascular Diseases 


99. The Construction of the Cardiac Vector 
R. F. Hitt. American Heart Journal [Amer. Heart J.) 
32, 72-81, July, 1946. 6 figs., 7 refs. 


This article should be helpful to workers new to the 
field of cardiac vector study. The frontal plane cardiac 
vector may be constructed by measurements of potential 
differences in leads, I, I], and III, or by obtaining the 
potential values at the right arm, left arm, and left leg 
by means of Wilson’s unipolar lead. The author re- 
minds us that all these measurements are scalar and must 
be given direction before being considered as vectors. 
In the first method mentioned above, directions are 
obtained from the sides of Einthoven’s triangle or from 
their representation in Bayley’s triaxial system; in the 
second method they are derived from axes joining the 
centre of Einthoven’s triangle to its apices. If the scalar 
measurements in method I are called e,, e., and é3 
respectively, and those in method II are called Vr, Vi, 
and Vy, then we have the equations e,—e,+e 3, and 
€2=Vr—Vr; but the author points out that this last 
relationship is invalid when the measurements are turned 
into vectors, and shows that under these circumstances 
Vi—Va=e1v 3, Vi—Va=e.V3, and Ve—Vi 3. 
Incidentally it is emphasized that the equation 
€,=e,+e; has nothing whatever to do with Einthoven’s 


triangle, but holds good for the relationship between any 
three points in an electrical field when considered as a 
closed loop, and when the galvanometric connexions are 
arranged as they are in electrocardiography. 

Paul Wood 


100. A Comparison Between the Leads from the Extremi- 
ties, the Precordial Leads CF, and IVF, and Nehb’s Leads, 
with Special Regard to the Diagnosis of Infarction. [In 
English] 

J. Frost. Acta Medica Scandinavica [Acta med. scand.] 
125, 15-28, Aug., 1946. 14 figs., 9 refs. 


The author investigated 110 patients with heart disease, 
including 25 with cardiac infarction, to determine the 
relative usefulness of leads from the limbs, precordium, 
and Nehb’s chest leads. The last, 3 in number, are 
obtained by applying the right arm, left arm, and left leg 
electrodes respectively to the second left costosternal 
junction, the posterior axillary line at the level of the 
apex, and over the apex itself. In only one case of heart 
disease, not classified as infarction, did the Nehb leads 
show an abnormality not shown in either the limb leads 
or the two precordial leads CF, and IVF. In 8 infarction 
cases of anterior type, the precordial and Nehb leads gave 
almost equal information, and were much superior to the 
limb leads. In 10 cases of posterior infarction the limb 
leads were most valuable, showing diagnostic changes in 
all, the Nehb leads next, and the precordial leads of the 
least value, and this order of merit for the three types of 


leads was the same in 7 cases of combined anterior and 
posterior infarction. [The results the author obtained 
suggest that while the Nehb leads are not so generally 
useful in the diagnosis of cardiac infarction, they will 
on rare occasion give information not to be had from 
either limb or precordial leads.] 

Harold Cookson 


101. Observations on the Effect of Theophylline Amino- 
isobutanol in Experimental Heart Failure 

J. R. SmitH and J. Jensen. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 31, 850-856, Aug., 
1946. 2 figs., 23 refs. 


Following the demonstration of Steinberg and Jensen 
that in patients with congestive heart failure theophylline 
aminoisobutanol lowered the venous pressure and 
shortened the circulation time, the authors have used the 
heart-lung preparation of the dog te investigate this 
action further. Heart failure was produced by adding 
0-20%, chloral hydrate to the perfusing fluid (generally 
0-8 g. in all). The subsequent addition of theophylline 
aminoisobutanol (0-06 g.) to the perfusing biood gener- 
ally stimulated the myocardial contractions with restora- 
tion of function, so that pulmonary oedema and con- 
gestion were removed promptly (usually within 1 minute). 
Dilatation of the heart was overcome and the cardiac 
output increased. The strength of the cardiac beats was 
increased, and this did not seem to depend on any 
increased coronary arterial flow. It is concluded that 
the clinical benefit previously observed was due to 
improved myocardial function and pulmonary flow and 
that peripheral vasodilatation might also help in pro- 
ducing the improvement. Maurice Campbell 


102. The Effect of Theophylline Aminoisobutanol on 
the Circulation in Congestive Heart Failure 

F. U. STemserc and J. JENSEN. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 31, 857-865, 
Aug., 1946. 2 figs., 17 refs. 


The effect on the circulation of theophylline amino- 
isobutanol and (in a smaller number of cases) of amino- 
phylline and sublingual glyceryl trinitrate was studied. 
The dose of theophylline aminoisobutanol used was 
0:24-0:48 g. intravenously. The venous pressure was 
followed for 1 or 2 hours and the circulation time 
measured frequently, generally with “‘decholin”. Innearly 
all of 14 cases tested there were falls in venous pressure 
and reductions in the circulation time. Considerable 
variations in the venous pressure were noted. There was 
generally an immediate rise after venepuncture and after 
coughing, vomiting, or straining. Relaxation or sleep 
caused a fall. The injection of theophylline usually 
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caused an abrupt fall; sometimes this reached its lowest 
almost at once ; always within half anhour. In the cases 
where the dose was 0-48 g. the fall varied between 8 and 
77 with an average of 37 mm. of water. Aminophylline 
(0-48 g. intravenously) and nitroglycerin (0-6 mg. sub- 
jingually) were equally effective, but the fall seemed to be 
a little more lasting with aminophylline. In a few 
patients there was no fall with any of these drugs and the 
results were rather inconstant from day to day. The 
fall was not accompanied by any change of plasma 
volume. The average circulation time was shortened by 
10 seconds: the duration of the effect was not measured 
carefully but it seemed to be about an hour. 

The authors conclude that theophylline has a useful 
place in the treatment of congestive failure, but mainly 
in emergencies because the effect begins to wear off 
quickly. Maurice Campbell 


103. Fluids in Congestive Heart Failure 
C. M. Leevy, J. A. StRAzzA, and A. E. Jarrin. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
131, 1120-1125, Aug. 3, 1946. 32 refs. 


Some clinicians are now departing from the practice of 
restricting fluid intake in congestive heart failure; this 
communication advocates giving the patient as much 
fluid as he desires, or even forcing fluids by the mouth as 
well as giving them intravenously. It is believed that 
restriction of intake to 2 pints (1-1 litre) daily or less may 
lead to dehydration of the tissues and toxic effects such 
as pyrexia and mental changes. A high fluid intake is 
held to facilitate the excretion of sodium and nitrogenous 
waste products by the congested kidney. 

In this paper the authors report the results of an 
investigation of 122 patients with congestive failure to 
determine the relative advantages of restricted fluids, 
fluids ad libitum, and forced fluids. All received a special 
diet containing little salt and producing an acid ash, 
while other routine methods of treatment for congestive 
failure were the same in the 3 groups. Mercurial 
diuretics were used “* only when the degree of oedema was 
a major source of discomfort”. Of those on restricted 
fluid (not more than 1,200 ml. daily) and those on forced 
fluids (up to 7,600 ml. daily) about equal proportions 
(one-sixth of the total) were unable to adhere to the 
regime because of the ensuing discomfort. Failure 
symptoms disappeared in the same time, after about 10 
days, in each of the 3 groups. Of 36 patients in the 
restricted fluid group 1 developed symptoms attributed 
to dehydration. When fluids were forced no adverse 
effects were noted on dyspnoea, heart rate, circulation 
time, venous pressure, or cerebral function. The regime 
of fluids ad libitum was best tolerated. [These results 
suggest that fluid limitation in congestive failure is less 
necessary than has been assumed, and that it may on 
occasion be harmful; but they do not show dehydration 
toxaemia to be other than an exceptional result. The 
special diet used would be difficult to arrange in home 
treatment. Further observations on the volume of fluid 
intake in failure are called for.] 


Harold Cookson 
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104. Circulatory Failure. [In English] 

J. MCMICHAEL. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 76, 851-857, Sept. 16-21, 
1946. 14 figs., 22 refs. 


The “ back-pressure ” theory of cardiac failure, based 
on the idea that the veins are passive tubes, becomes 
obsolete with the knowledge that alterations in venous 
tone and calibre affect cardiac output. Starling showed 
from heart-lung preparations that the venous inflow 
directly governed the output of the heart; as the filling 
pressure rose the output increased, but when a certain 
point of distension was reached further stretching of the 
heart lowered its output. In early failure the heart’s 
output is not significantly reduced, though its capacity 
for improvement is diminished. Output drops later in 
failure. Accurate estimations of output and _ filling 
pressure by Cournand’s method of right auricular 
catheterization, performed without mishap in over 500 
cases since 1941, have shown that in valvular and hyper- 
tensive heart disease with failure the rise in venous pres- 
sure is not the back-pressure effect of a falling output 
but a compensatory mechanism to maintain an optimal 
output. The first rise in venous pressure occurs when 
the output is only slightly below normal. As failure 
advances the venous pressure rises and output falls to 
3 litres per minute (normal 5-3). 

Digitalis is found to reduce the venous pressure; 
this is followed in the normal heart by a fall in output and 
in the failing heart by arise. Similar results are obtained 
by venesection, irrespective of the ventricular rate, which 
suggests that the value of digitalis lies primarily in its 
action on venous pressure rather than in its slowing effect 
on heart rate in auricular fibrillation. That digitalis 
takes a venous overload off the heart is supported 
radiologically by evidence of reduction in heart size, 
and clinically by the equally good results of digitalization 
in failure with normal rhythm. Anaemia, emphysema, 
thyrotoxicosis, beriberi, traumatic arteriovenous an- 
eurysm, and Paget’s disease are characterized by high 
cardiac output. In severe anaemia blood volume is 
always reduced, indicating that the venous congestion is 
due to compensatory increase in venous tone and 
reduction of vascular bed. In anaemia with haemoglobin 
below 30% the output is doubled, venous pressure high, 
and pulse fast. These patients are already in a critical 
condition with venous congestion and oedema, and 
transfusion may be dangerous by further increasing 
venous pressure, unless given slowly with digitalis. 
Digitalis alone, by reducing venous pressure, upsets this 
compensatory equilibrium and is therefore dangerous in 
heart failure from anaemia, emphysema, and acute or 
chronic cor pulmonale. For similar reasons it is use- 
less in shock. In Paget’s disease, where the effect of the 
increased skeletal circulation resembles arteriovenous . 
aneurysm, failure occurs with high output and raised 
venous pressure. In pericardial tamponade the rise in 
venous pressure is again compensatory to maintain an 
effective cardiac filling pressure. 

Peripheral circulatory failure (shock) is no longer 
believed to be due to pooling of blood in the veins or to 
haemoconcentration. With haemorrhage the effective 
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volume of circulating blood is reduced and the heart’s 
filling pressure and output cut down, but peripheral 
resistance is raised. The lowered blood pressure is due 
more to lack of vasoconstriction than to reduced cardiac 
output, which seldom falis below 3 litres per minute. 
Later vaso-vagal fainting may occur (with slow pulse and 
fall in blood pressure) from sudden vasodilatation of 
arterioles in skeletal muscles. Overwhelming bacterial 
toxaemia reduces both venous pressure and cardiac out- 
put, though suprarenal cortical damage may contribute. 
Further work on non-surgical shock suggests that peri- 
pheral vasodilatation and high cardiac output exist in 
early diabetic acidosis. 

[The direct clinical application of some of the methods 
discussed in this paper ha :+’s ito be confirmed. In the 
failing heart the importance o ithe coronary circulation 
and of the balancing mechanism between right- and left- 
sided stress are additional factors of importance which 
call for consideration.] J. L. Lovibond 


105. Experiences with Dicumarol (3,3-Methylene-Bis- 
[4-Hydroxycoumarin]) in the Treatment of Coronary 
Thrombosis with Myocardial Infarction. Preliminary 
Report 

I. S. Wricut. American Heart Journal [Amer. Heart 
32, 20-31, July, 1946. 28 refs. 


Dicoumarol was used in cases of coronary thrombosis. 
The indications for its exhibition were: (1) repeated 
minor attacks of thrombosis; (2) embolic phenomena 
indicating intracardiac thrombosis. The procedure was 
as follows. The prothrombin time was estimated 
(13 to 14 seconds is normal). If normal or lower, 300 mg. 
of dicoumarol was given by mouth. Each morning the 
prothrombin time was determined again, and afterwards, 
a further dose of 300 mg. was given until the time was 
30 seconds, or 100-200 mg. if between 30 and 35 seconds. 
When over 35 seconds the drug was discontinued until the 
time had fallen to 30 seconds. Smaller doses were then 
resumed (100 mg.). Thecourse lasted 30days. Haemor- 
rhagic manifestations occurred with the prothrombin 
time at 60 seconds, and were relieved by 300-500 ml. 
of fresh blood, and by vitamin K (menadione bisulphite) 
64 mg. in 1 to 4 doses. 

The results seemed to show a diminished mortality in 
the 76 cases observed. There was no unfavourable 
effect on the heart. Terence East 


106. The Familial Incidence of Valvular Lesions. (Ein 
Beitrag zur familiaren Haufung erworbener Herzklap- 

penfehler) 

H. K. v. RECHENBERG. Cardiologia [Cardiologia] 10, 
251-279, 1946. 6 figs., 17 refs. 


The observation of 4 cases of mitral valvular disease 
in one family is made the opportunity for a speculative 
discussion on the hereditary and constitutional factors 
that might determine high familial incidence of heart 
disease. Terms such as innate cardiac inferiority 
kardiale Minderwertigkeit) are used abundantly. 

G. Schoenewald 
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107. Testosterone in Angina Pectoris 

E. B. Levine and A. L. SELLERS. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 212, 7-11, 
July, 1946. 16 refs. 


Twenty-four male patients,“ average age 56 years, 
were treated with androgens. On clinical and electro. 
cardiographic grounds 21 were considered to be suffering 
from true angina (though 10 of these showed climacteric 
symptoms and 2 a cardiac neurosis in addition). The 
remaining 3 complained of climacteric symptoms, 2 of 
them with chest discomfort. Symptoms of the male 
climacteric may include tendency to fatigue, palpitation, 
weakness, dyspnoea, abdominal pain, nervousness, 
impotence, and hot flushes, as well as a feeling of tightness 
in the chest and precordial pain. 

Treatment consisted in giving a single course (1 patient 
received 2 courses) of testosterone propionate by injec- 
tion or methyl testosterone sublingually. Injections were 
given in 25 mg. doses once or twice weekly for 6 weeks, 
or 3 times weekly for 4 weeks. Linguets were given in 
doses of 10 mg. daily for 6 weeks or 15 mg. daily for 
4 weeks. Of the 14 patients treated sublingually one 
complained of insomnia and another of indigestion 
during the treatment, and the authors regard these as 
toxic effects. Results of treatment were assessed by 
subjective response and the amount of nitroglycerine 
used to relieve discomfort before and during androgen 
therapy, and, in 7 cases, response to an exercise tolerance 
test. There is no record that cases were followed up, 
and it is presumed that assessment was made during or 
at the end of the 4 or 6 weeks’ course of treatment. 

Of the 21 cases of angina one patient died 72 hours 
after beginning treatment, and should be discarded from 
the series; 10 showed “‘ no improvement ”’, 2 “* marked 
improvement ” (though there was a prominent psycho- 
logical factor in one of these), and 8 showed “ slight” 
or “ moderate improvement”. The 2 climacteric patients 
with chest discomfort showed ‘‘ marked improvement”, 
one after the first injection, the other, an alcoholic with 
a severe cardiac neurosis, recorded relief after“4 weeks’ 
treatment with a total of 300 mg. of testosterone pro- 
pionate. The 1 patient with climacteric symptoms 
without chest discomfort was “‘ greatly helped”. Of the 
10 cases of angina with climacteric symptoms, the latter 
were ‘* markedly improved ” in 6, though only 1 patient 
showed “‘ marked improvement ” in the angina. 

The authors conclude from this series that androgens 
are ineffective in the treatment of angina, though they 
consider that their results show that testosterone, especi- 
ally in the form of testosterone propionate by injection, 
is of definite value in relieving the chest discomfort of 
the climacteric or of cases of neuro-circulatory asthenia 
in men of the angina age group. P. M. F. Bishop 


108. Congenital Aortic Atresia 

N. H. Isaacson, S. D. Spatr, and D. M. GrRayZEL. 
Journal of Pediatrics [|J. Pediat.] 29, 222-225, Aug., 1946. 
3 figs., 6 refs. , 
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109. Pheochromocytoma and Chronic Hypertension 

D. M. GREEN. Journal of the American Medical 
Association [J. Amer. med. Ass.| 131, 1260-1265, Aug. 17, 
1946. 9 figs., 11 refs. 


A case of pheochromocytoma is reported and 50 
additional records from the literature are discussed. -In 
cases where the paroxysmal features are overshadowed 
there is a remarkable resemblance to idiopathic hyper- 
tension. Pheochromocytic hypertension presents a form 
of hypertension in which the effects of the removal of the 
aetiological factor may be studied. The case reported 
displayed not only the features of malignant hypertension, 
but also those of diabetes mellitus and hyperthyroidism. 
After the removal of an encapsulated renal tumour all 
the symptoms improved. Histologically the tumour was 
a pheochromocytoma. In an analysis of 50 cases from 
the literature it is found that the majority are chronically 
hypertensive, and only a minority manifested intermittent 

- hypertension. In 14 cases of this latter group surgical 
removal of the tumour interrupted the disease in 12 
patients. It is suggested that all patients with functioning 
pheochromocytoma will progress to a stage of chronic 
hypertension if they live long enough, and evidence of 
cardiovascular and renal disease then becomes common. 
In the interval between paroxysms in the intermittent 
type, kidney dysfunction is recorded in only 4 of 14 cases. 
In general the duration of symptoms is longer, the retinitis 
more intense, the tenal function changes more frequent, 
the diastolic blood pressure higher, and the weight of the 
heart greater in those cases which exhibit renal disease. 
Hypertension in pheochromocytoma is suggested as due 
initially to an angiospastic agent because of the presence 
of an adrenaline-like substance in the blood during 
exacerbation, the isolation of adrenaline from the tumour, 
and the cure of intermittent paroxysmal hypertension 
following the removal of the tumour. In 22 cases in 
which the symptoms had progressed to a state of chronic 
hypertension, and with a mean duration of 4 years, there 
was a uniform fall in blood pressure after operation, 
and a retrogression of cardiovascular-renal abnormality. 
The development and persistence of chronic hypertension 
in pheochromocytomas are, therefore, regarded as 
dependent on the continued action of the angiospastic 
agent produced by the tumour. The resemblance 
between pheochromocytic hypertension and idiopathic 
hypertension suggests a basically similar aetiological 
mechanism. G. Hesketh 


110. Temporal Arteritis 

D. A. Dantes. Journal of the American Medical 
Association [J. Amer. med. Ass.] 131, 1265-1269, Aug. 17, 
1946. 19 refs. 


The author reports a case of temporal arteritis, and 
discusses 27 unquestionable cases recorded in the 


literature. The youngest patient reported as suffering 
from the disease was 55 years of age, the average age 
being 65 years. Pain is prominent, commonly in the 
temporal region. A temperature persists for several 
months, and there may be malaise and sweats. Ocular 


disturbance is common, oedema, exudates, retinal 
haemorrhages, and thrombosis of the retinal artery all 
occurring. Symptoms suggesting cerebral involvement 
have been observed. Characteristically a segment of 
one or both temporal arteries is prominent, indurated, 
nodular, and tender, and pulsation may be lost. Adjacent 
arteries may be affected, but a careful search for involve- 
ment of arteries elsewhere is usually negative. The 
incidence of arterial hypertension in patients with 
temporal arteritis is not greater than would be expected 
for the age-group. The erythrocyte sedimentation rate is 
usually raised. The blood chemistry, Wassermann 
reaction, and hypersensitivity tests are normal. Histo- 
logically the affected arterial segment shows a granu- 
lomatous inflammation with an infiltration of round cells 
and fibroblasts. There are numerous giant cells in the 
media and thrombosis is frequent. There is an absence 
of aneurysm formation. Cultures have shown various 
organisms including a strain of Actinomyces, Strepto- 
coccus viridans, Staphylococcus aureus, and Gram- 
positive cocci, but these are not regarded as aetiologically 
significant. Resection of a segment of one of the 
affected arteries somewhat relieves the pain. 

Large doses of potassium iodide in conjunction with 
small doses of arsphenamine, periarterial infiltration with 
local analgesics, and periarterial sympathectomy have 
all been suggested for treatment of the condition. Radio- 
therapy in the author’s case was not successful. Com- 
plete clinical recovery occurs in the majority of cases, but 
permanent visual impairment may result from the retinal 
lesions. The condition has no relation to syphilis or 
tuberculosis, but it is suggested that it is an atypical form 
of periarteritis nodosa or thrombo-angiitis obliterans. 
The differences are, however, so definite that it is pro- 
bably not a manifestation of any of these better known 
forms of arterial disease. It is also wise to reserve 
judgment concerning the relation of temporal arteritis 
to cases of granulomatous arteritis involving the aorta 
and its branches, although a few cases have been recorded 
in which the two conditions appear to have been associ- 
ated. The nomenclature of the disease is regarded as 
unsatisfactory, and in particular for the generalized cases 
the term ‘“ granulomatous arteritis of undetermined 
cause”’ is suggested. In localized cases the region 
involved should be specified. G. Hesketh 


111. Peri- (Poly-) Arteritis Nodosa and Liver Cirrhosis. 
(Uber vaskulare Narbenlebern und Leberzirrhosen) 

H. O. MossperG. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 23, 229-241, 
1946. 4 figs., 27 refs. 


- This paper describes degenerative and productive 
changes of the liver in cases of periarteritis nodosa. The 
vascular changes in this disease are divided into three 
stages. The early stage showscellular infiltration and early 
necrosis of the elastica and media of the vessels, usually 
of medium-sized and larger arteries, although arterioles 
and veins may also be affected. The second stage is 
characterized by severe necrosis of the media, subintimal 
hyperplasia, and thrombosis. The final stage is that of 
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healing with organization of thrombi, and formation 
of granulation scar tissue, causing complete destruc- 
tion of the vessels. Eight illustrative cases are quoted 
which show that the liver changes run parallel to those 
of the vessels. In the early stage the author observed an 
acute atrophy of the liver, with necrosis and lysis of the 
parenchyma. In the second stage the fibrous tissue of 
the portal tracts had increased, so as to form fibrous 
masses round the liver acini, till in the third stage the 
final picture was that of an advanced, macroscopically 
recognizable cirrhosis of the liver. R. Salm 


112. Potential Variations of the Right Auricular and 
Ventricular Cavities in Man 

H.H.Hecut. American Heart Journal [Amer. Heart J.] 
32, 39-51, July, 1946. 6 figs., 20 refs. 


Intracardiac catheterization has made it possible to 
record, by means of an electrode in the right side of the 
heart, the changes in electrical potential in the venae 
cavae, right auricle, and right ventricle in the human 
subject. It has been supposed that the unipolar lead 
(VR) from the right arm recorded the potential variations 
within the cavities of the heart, for this contact is approxi- 
mately opposite to the large openings at the base of the 
heart. These variations would be transmitted to the 
right shoulder. In this investigation 5 cases were 
studied. Two had right bundle-branch block, 1 had 
left bundle-branch block, and 2 had left ventricular 
enlargement The position of the electrode was located 
by fluoroscopy. 

There were three interesting observations: (1) At high 
auricular levels there are large predominantly negative 
auricular deflections. Endocardial auricular deflections 
are always biphasic and show a QRS type of deflection 
and are often followed by a T wave. At the lower levels 
a positive wave, which is called PR (like R in QRS), 
appears. (2) Ventricular complexes from the junctional 
area show negative deflections in a normally activated 
heart, and in left bundle-branch block. The deflections 
are positive in right bundle-branch block. (3) Ventri- 
cular complexes recorded at the higher auricular levels 
are different from those recorded at the lower levels and 
from the cavity of the right ventricle. They resemble 
those of the unipolar lead on the right arm (VR). In the 
auricle there is an area of primary and persistent electro- 
negativity which presumably corresponds to the site of 
the pacemaker away from which impulses spread, hence 
the negative sign. Records from the right ventricular 
cavity in left bundle-branch block do not differ from those 
in normals, for the left-side lesion does not affect the 
polarization of the right side, and these curves represent 
the pattern of normal endocardial activation in the right 
ventricle. The cause of the small pre-intrinsic positive 
deflection in these curves is not yet clear. The main 
deflection is, of course, negative. When there is right 
bundle-branch block the right ventricular endocardial 
curve is positive. This is due to the fact that the septum 
and right ventricular cavity are activated from the left 
side and so a layer of positive charges faces the right 
ventricular cavity. 
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These observations are in accord with the new nomep. 
clature of bundle-branch block, and agree with the 
assumption that the action currents in the heart muscle 
are to be regarded as an electrical “ source ” (positive) 
followed by an electrical “sink” (negative). The 
ventricular deflections from the higher auricular level 
differ from those of the right ventricular cavity because 
they represent the combined changes in the two ventricles 
together. When activation is normal these are negative. 
Such are the deflections of the right arm unipolar lead, 
If there is left bundle-branch block the right ventricular 
negativity will predominate. In right bundle-branch 
block the initial negative deflection is derived from the 
left ventricle but the broad positive deflection from the 
right ventricular cavity. [It would have been interesting 
to have had some normals.] Terence East 


113. The Influence of Drugs on the T Wave of the 
Electrocardiogram after Exercise. (Uber den Einfluss 
vegetativer Pharmaka auf den Ablauf der T-Zacken- 
Veranderungen im Arbeits-Elektrokardiogramm) 

A. WALSER. Cardiologia [Cardiologia] 10, 231-250, 
1946. 3 figs., 12 refs. 


The influence of exertion on the height of the T wave 
and on the height of the T wave after previous injection 
of 60 mg. “sympatol”-++-1 mg. atropine and after 
injection of | mg. physostigmine 4-0-5 mg. “* gynergen” 
(ergotamine tartrate) was examined in trained athletes, 
The influence of changes in the electrical axis was 
eliminated by using a Siemens  electrocardiograph 
(presumably an amplifier instrument) recording 4 leads 
simultaneously, of which only the 3 standard leads were 
used for evaluation of T. Slight exertion and severe 
exertion were found to influence the height of T in 
opposite senses. Severe exertion caused an_ initial 
increase of T followed by a prolonged decrease. Slight 
exertion caused an initial decrease of T followed by a 
prolonged increase. The previous’ injection of 
sympatol-atropine accentuated the initial and the 
late changes in the height of T after severe exertion. 
Previous injection of physostigmine-gynergen accentu- 
ated only the initial increase in T after severe exertion but 
caused a more rapid return to the previous level. Neither 
sympatol-atropine nor physostigmine-gynergen caused 
a decisive difference in T-wave behaviour after slight 
exertion. The author concludes that parasym- 
pathetic excitation leads to an increase in the height 
of the T wave. G. Schoenewald 


114. Amyloid Disease Simulating Arteriolosclerosis of 
the Heart. (Amylose locale offrant l’aspect d'une 
artériolosclérose du coeur) 

S. Hirscu. Cardiologia [Cardiologia] 10, 280-288, 1946. 
6 figs., 23 refs. 


A 49-year-old man died, after surgical intervention, 
from a primary carcinoma of the liver. The myocardium 
was found. normal, but histological changes, resembling 
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at first arteriolosclerotic degeneration, were seen in the 
ramifications of the left descending coronary artery. 
The apparently hyaline infiltration was found to give all 
the typical staining reactions of amyloid. No other 
amyloid changes were discovered. 


G. Schoenewald 


115. Selection of Patients with Arterial Hypertension for 
Treatment by Repeated Injections of Pitressin 

J. Q. GrirritH, N. Papis, and E. ANTHONY. American 
Journal of the Medical Sciences [Amer. J. med. Sci. 212, 
31-34, July, 1946. 8 refs. 


Sixty-three patients with arterial hypertension were 
selected for treatment with pitressin according to the 
following criteria: (1) presence of a substance in the 
serum capable of suppressing water diuresis in rats 
[technique of bio-assay not described]; (2) a negative 
test for gonadotrophic hormone in the serum at a level 
of 330 mouse units per 100 ml. [the method of assay, 
though referred to, is not described, nor is the significance 
of this criterion discussed]; (3) normal renal function 
“as tested by the plasma-creatinine method of Steinitz 
and Turkand” (J. clin. Invest., 1940, 19, 285); 
(4) patients under 60 years of age who gave no history 
of previous vascular accident. The patients were studied 
for an average period of 8 months. All but 13, who 
received 6 or more daily injections of 0-2-1 ml. of aqueous 
pitressin, were treated with intramuscular injections of 
1 ml. of pitressin tannate in oil. The usual procedure was 
to give 3 weekly injections followed by 3 or more 
monthly injections until the biological test for anti- 
diuretic hormone became negative. There was signifi- 
cant reduction in both systolic and diastolic blood 
pressure in about half the subjects treated. Results 
were better in patients who received more than 6 injec- 
tions of pitressin tannate. P. M. F. Bishop 


116. Wolff-Parkinson-White Syndrome. A Clinical Study 
with Report of Nine Cases 

D. LirrMANN and H. TARNOWER. American Heart 
Journal {Amer. Heart J.] 32, 100-115, July, 1946. 11 figs., 
27 refs. 


In this study of 9 cases of Wolff-Parkinson-White 
syndrome electrocardiographs showing short P-R intervals 
and widened QRS complexes are reproduced in each case. 
The patients were all males between the ages of 20 and 37, 
the sex and age being determined by special circumstances 
(U.S.A. Army personnel). The heart was otherwise 
normal in all but 1, which was excepted only because the 
T wave was steeply inverted in leads 2 and 3 when normal 
P-R relationship was established following a paroxysmal 
rhythm change on one occasion and quinidine on another 
[evidence which in the circumstances cannot be accepted 
as indicating organic heart-disease]. Five patients had 
some form of paroxysmal tachycardia: 2 were irregular 
and said to be auricular fibrillation, both being dis- 
tinguished by ventricular rates between 210 and 340, and 


by widened QRS complexes. [Of chest leads, only IV F 
was taken, and without lead CR I the diagnosis of. 
auricular fibrillation is doubtful in the circumstances.] 
Two cases showed spontaneous changes of aberrant 
P-QRS form suggesting, more than one accessory path- 
way. Quinidine, 6 to 10 gr.(0-4 to 0-65 g.) hourly for 2 or 3 
doses, converted aberrant into normal complexes in 4 out 
of 8, and had a partial effect in 2 of the others. Atropine, 
1-2 mg. intravenously, was without influence in this 
respect in 2 out of 4 cases, and had a slight partial effect 
in the other 2. 

The authors conclude that their observations fit best 
with the short-circuit theory of Holzmann and Scherf 
(Z. klin. Med., 1932, 121, 404), modified by the con- 
ception of multiple accessory pathways, simultaneous 
passage, and fusion-beats, as suggested by Butterworthand 
Poindexter (Arch. intern. Med., 1942, 69, 1437; Amer. 
Heart J., 1944, 28, 149) and Butterworth (J. clin. Invest., 
1941, 20, 458). Paul Wood 


117. A Case of Permanent Auricular Paralysis Caused 
by Degeneration of the Sino-auricular Node. (Sobre un 
caso extraordinario de paralisis auricular permanente con 
degeneracion del nédulo de Keith y Flack) 

I. CHAvez, J. BRUM’ “kK, and D. Sopt PALLARES. Archivos 
del Instituto de Cardiologia de México [Arch. Inst. Cardiol. 
México] 16, 159-181, May 31, 1946. 12 figs., 5 refs. 


A 23-year-old male with no previous history of rheu- 
matism or syphilis was admitted in heart failure with a 
3-years’ history of progressive dyspnoea and palpitations 
produced by exercise. He was kept under observation 
for 2 years and had repeated attacks of acute pulmonary 
oedema or hepatic engagement but no precordial pain 
of any type. He presented slight cyanosis, moderate 
cardiac enlargement, duplication of the first and second 
sounds, soft apical systolic murmur, pulse rate 35-55, 
and blood pressure 110/70 mm. Hg. Radiographically 
no movement could be demonstrated in the left auricle. 
Little effect was produced by digitalis. 

Phlebograms, electrocardiographs, and phonocardio- 
grams showed no evidence of auricular activity. The 
electrocardiograph showed bundle-branch block of 
indeterminate type with left axis deviation and deep S1 
wave. 

The post-mortem examination revealed marked 
hypertrophy of the left ventricle and septum, hypoplasia 
of the left auricle, and narrowing of the aorta. Old 
infarcts were present in the auriculoventricular septum 
and ventricles due to coronary thrombosis. Micro- 
scopically the S-A node (Keith and Flack) was destroyed ; 
the A-V node showed numerous perivascular inflam- 
matory lesions; the left branch of the bundle of His was 
normal but the right had lost its structure completely. 
The causation of the thromboses was unknown. 

W. T. Cooke 


118. Traumatic Rupture of Cardiac Valve 
H. G. S. vAN RAALTE. Industrial Medicine (Industr. 
Med.] 15, 436-438, July, 1946. 3 figs., 9 refs. 
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119. Hematologic Survey of Repatriated American 
Personnel 

G. E. CARTWRIGHT and M. M. WINTROBE. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 31, 
886-899, Aug., 1946. 7 figs., 13 refs. 


An investigation was undertaken to determine the 
incidence, severity, and type of anaemia and the behaviour 
of the leucocytes and platelets in repatriated American 
soldiers from the Far East. Seventy-five soldiers who 
had been shown to be anaemic by a single haemoglobin 
determination (Haden-Hausser) were selected from a total 
of 3,000 for a complete haematological investigation. 
Blood counts were made from oxalated blood, and 
haemoglobin determinations were made with a Sahli 
haemoglobinometer. Serum iron determinations were 
also carried out, using the methods of Kitzes, Elvehjem, 
and Schuette (90-150 yg.°% for normal males), and serum 
copper determinations by the method of Cartwright, 
Jones, and Wintrobe (normal range for healthy men 
90-140 pg.°%). 

The average duration of imprisonment (by the Japanese) 
for this group of soldiers was 40-1 months. During this 
time they had been on a grossly inadequate diet consist- 
ing mainly of rice. The average weight lost by each was 
37 Ib. (16-7 kg.) and a history of malaria was obtained in 
76° of the group, the number of attacks varying from 1 
to 60. A history of nutritional deficiency as cnaracterized 
by cheilosis, glossitis, stomatitis, dermatitis, and diar- ~ 
rhoea was given by 50-70%. A history of symptoms 
suggesting wet beriberi was given by 77% and of dry 
beriberi in approximately 50%. Fifteen per cent. of the 
subjects gave a history of bleeding gums, but other 
symptoms suggestive of scurvy were infrequent. 

From 4 to 10 weeks before the start of this investigation 
the soldiers had received an adequate vitamin supply and 
a well-balanced diet. Many had received plasma and 
3 had had whole-blood transfusions; 10 had received 
iron and 16 had been given liver injections. Stools in 
57 subjects were examined and 25 were found negative: 
47 contained ova of Ascaris lumbricoides; 32, ova of 
Necator americanus; 14 Endolimax nana; 14 Entamoeba 
coli; 5 Entamoeba histolytica; 5 Strongyloides stercoralis: 
2 Trichuris trichiura. Malaria parasites were not found 
in the blood. Haemoglobin values below 14 g.°, were 
found in 52% of the first 1,500 persons examined. 
Values less than 14 g.°¢ were found in 62% of 193 sub- 
jects seen during the first week of the survey. In each 
successive week the incidence of anaemia tended to 
diminish and was present in only 35°%% 6 weeks after the 
start of the investigation. In most cases the anaemia 
was of a mild (4-14 g.%) or moderate degree (8-11 g.% 
haemoglobin). Haematocrit determinations ranged from 
27 to 42 ml.%, the majority showing a packed red cell 
volume of 34-40 ml.%. 

The anaemia in the 75 soldiers studied in detail was 
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macrocytic in 73% (mean corpuscular volume greater 
than 92 cubic microns, range 94 to 125 cubic microns), 
The mean corpuscular haemoglobin for this group was 
from 33 to 38 yy. In two-thirds of this group the mean 
corpuscular haemoglobin concentration was from 32 to 
36%; in the remaining third the values were reduced to 
26-32%. 1n23% the anaemia was normocytic, microcytic 
in 4%. The icterus index was within normal range in al] 
except one case which showed evidence of thrombo- 
cytopenic purpura. A mild reticulocytosis was found in 
some but a leucocytosis, often of marked character, was 
frequently present. No instances of leucopenia were 
observed. Differential counts showed little abnormality 
apart from the frequent occurrence of an eosinophilia 
andan occasional lymphocytosis or monocytosis. Normal 
values for serum iron and serum copper were found in 
one-half of the 38 cases examined. Values lower than 
normal were found for the others. In some cases the 
reduction of the serum iron was extremely severe (below 
50 yg.%). The serum copper values were elevated in 
50%, the highest value obtained being 215 pg.%. 

The factors concerned in the production of these 
anaemias were not studied, but the authors suggest that 
the subjects examined presented the recovery phase of a 
severe nutritional macrocytic anaemia. The part played 
by intestinal parasitic infestations could not be deter- 
mined, but it was thought that malaria, blood loss, and 
infestation were not important contributing factors. 
Iron deficiency may have played a part in the production 
of the anaemia in a few, but the 3 cases of microcytic 
anaemia were thought to be most likely due to blood loss 
from haemorrhoids. R. Winston Evans 


120. Hemoglobin Levels in Specific Race, Age, and Sex 
Groups of a Normal North Carolina Population 

D. F. MiLtamM and H. Muencu. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 31, 878-885, 
Aug., 1946. 2 figs., 10 refs. 


During the course of a nutritional survey, conducted 
in 1940-5, of a representative section of North Carolina, 
haemoglobin estimations were carried out on 2,168 white 
and 861 coloured persons. Oxalate blood samples were 
collected in 30 ml. amounts and red cell counts, haemato- 
crit and haemoglobin estimations carried out 2 to 4 hours 
later: 0-1 ml. of blood was added to 50 ml. of distilled 
water; 10 ml. aliquots each mixed with 1 drop of con- 
centrated ammonia were examined within 10 minutes in 
the Evelyn colorimeter with 540 filter and 10 mm. 
aperture and a dim light. Galvanometer readings were 
converted into L values from Evelyn’s tables. The L 
values were multiplied by 100/2-58 to obtain estimates of 
grammes of haemoglobin per cent. 

Those examined were divided into 8 sub-groups, 
depending on colour, sex, and whether under or over 12 
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of age. The haemoglobin values are shown as 
histograms fitted with normal frequency distribution 
curves having the means and standard deviations of the 
observed distributions. The mean value of haemoglobin 
varied between 12 and 14 g.%. The mean values for 
coloured subjects were from 0-5 to 1 g. below those for 
the corresponding group of white persons, while the. 
mean values for both white and coloured women were 
approximately 1-5 g. below those of the males. The 
dispension of the observations as measured by the 
standard deviation was small among white and coloured 
children of both sexes. On the whole the observed 
yalues were well described by normal frequency curves, 
but among women of either race there was a group of 
from 5 to 10% of the total with haemoglobin values out- 
side the range of the normal curve. This deficiency the 
authors attribute to changes associated with the repro- 
ductive process, possibly the menstrual cycle. 

Attempts to raise the haemoglobin values permanently 
have often been unsuccessful. Some individual variation 
within a normal range can be expected. A low single 
reading, therefore, particularly in a female, may not have 
a pathological basis. Dietary factors are important in 
their influence on haemoglobin levels: There was no 
apparent protein deficiency in the group studied; only 
5 persons had a plasma protein level of less than 6 g.%. 
The iron intake, however, as calculated from the average 
diets for the observed sections of the population fell 
somewhat below the minimum requirements. 

R. Winston Evans 


121. On the Familial Appearances of Maternal and Foetal 
Incompatibility 

L.S. Penrose. Annals of Eugenics [Ann. Eugen., Camb.] 
13, 141-145, Aug., 1946. 2 figs., 22 refs. 


The discovery that erythroblastosis foetalis is largely 
due to an antigenic incompatibility between mother and 
foetus lends substanee to the suggestion that other 
anomalies, foetal or maternal, may be similarly con- 
ditioned by hitherto unknown antigenic differences. The 
author draws attention to the fact that such cases may be 
recognized by certain peculiarities in the pedigrees of 
affected persons in which these pedigrees differ from 
those of ordinary inherited diseases. In the simplest 
case, a mother lacking the antigen in question (con- 
stitution aa) forms antibodies against the antigen A of 
her heterozygous foetus Aa. It can be shown that, as 
the parents are necessarily dissimilar genetically, affected 
children will less often be the result of consanguineous 
marriages than would be expected from the consanguinity 
rate of the general population. On the other hand, if 
the gene a is very rare, and hence most people carry the 
antigen A, the mothers of affected children (but not the 
fathers) will tend to‘ be derived from consanguineous 
marriages, as rare recessives become homozygous mainly 
as the result of inbreeding. The condition will also tend 
to occur among the children of the ‘mothers’ sisters. 
Conversely, if the gene (antigen) A is rare, nearly all 
mothers will be aa, and the anomaly will seem to be 
transmitted through the father; his brothers and their 
children will also frequently be affected; his Aa sisters, 
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being married to aa men, will have normal children only, 
but half of them will again be transmitters. 

An examination of the pedigrees of mongoloid idiots 
tends to support the assumption that that condition may 
be due to an antigenic incompatibility mechanism; but 
the data available are not yet sufficient for a conclusive 
proof. If confirmed by further investigations, it would 
follow that only a fraction of the children susceptible 
to mongoloid idiocy do actually become abnormal, as 
that condition is also strongly dependent on maternal 
age. H. Griineberg 


See also Abstracts of World Surgery, Abstract 176. 


122. A Rare Iso-Haemagglutinogen 
J. J. GrayDoN. Medical Journal of Australia [Med. J. 
Aust.} 2, 9-10, July 6, 1946. 1 fig., 3 refs. 


In the preparation of human serum for use in blood 
grouping persons with haemagglutinins in exceptionally 
high titre were selected from a panel of donors and each 
specimen of serum was titrated against red cells from 
staff personnel. Blood ceils from one member (G) 
of the staff, who was classified as O, MN, Rh’,rh, were 
used as a “‘ negative ’ control for all sera. The serum of 
one of those donors (L. J.) was found to contain an 
atypical antibody. When her serum was tested against 
the red cells of G, agglutination occurred. The donor, 
L. J., was an unmarried girl, aged 18. There was no 
reason to assume any previous pregnancy, and she had 
never received a blood transfusion. She was group O 
and had high titre anti-A and anti-B agglutinins. The 
paper does not state the Rh type of the donor. 

The cells of 61 other members of the staff, group O, 
were not agglutinated by serum of L.J. The group and 
subgroups of those patients are not stated. The author, 
however, says that Rh-positive, Rh-negative, P-positive, 
P-negative cells, and all of the MN types were well 
represented in this series. Neither were group O cells 
from 91 Papuans and aborigines agglutinated by serum 
of L. J. The conclusion was drawn that the “‘ new” 
antigen, called ‘‘ Gr” (to distinguish it from the “G” 
factor of Schiff) was a very rare antigen and probably 
unrelated to the Rh, M and N, and P factors. 

In contra-distinction to these negative tests were the 
results when the members of the “‘Gr” family from 3 
success .> generations were tested. The cells of 4 out 
cf 9 r.embers were agglutinated by the serum of L. J. 
(suitably absorbed when necessary). Those 9 persons 
were also typed for the ABO, MN, and Rh factors. The 
“Gr” antigen occurred independently from the other 
types. The author assumes that the “ Gr” antigen is 
inherited as a Mendelian dominant. A family tree is 
reproduced in the paper. The anti-“ Gr” agglutinin 
could be absorbed with “ Gr” cells to leave a normal 
group O serum. 

The author discusses the probability that the 3 atypical 
antibodies found by Callender, Race, and Payko¢ 
(Brit. med. J., 1945, 2, 83) in a patient with lupus erythema- 
tosus may be related to this unusual antibody. However, 
those antibodies were more active in the cold than at 
37-0° C. Kate Maunsell 
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123. Significance of the Thickness of Erythrocytes. 
(De beteekenis der erythrocytendikte) ‘ 
S. I. pe Vries. Nederlandsch Tijdschrift voor Genees- 
kunde [Ned. Tijdschr. Geneesk.] 90, 1192-1196, Sept. 21, 
1946. 14 refs. 


The author determined the mean cell diameter, the 
mean cell thickness, and the diameter/thickness index in 
a small number of normal Dutch adults. The respective 
values found were: cell diameter 6-832-7:914 4y, 
corpuscular thickness 1-767-2-589 and diameter/ 
thickness index 0-24-0-36. These figures are similar to 
those obtained previously in other countries. The 
occurrence of small, thick, round cells in the peripheral 
blood—or microspherocytosis—is generally regarded as 
pathognomonic for acholuric familial jaundice. The 
author records that in this disease the number of sphero- 
cytes may be small or they may even be absent altogether, 
whereas.a microspherocytosis can be observed, though 
to a lesser degree, in a variety of other blood diseases. 
He found a diameter/thickness index of 0-35-0-44 in 9 
out of 17 cases of acute and chronic leucaemia, the increase 
being more often observed in the acute variety. Further- 
more, a microspherocytosis was proved to exist in 4 out 
of 14 cases of leuco-erythroblastic anaemia in connexion 
with various bone diseases, and once in a case of pul- 
monary tuberculosis. The author suggests that the 
formation of small, round cells is due to an increased 
production of an unknown substance in the spleen, and 
should not be regarded as diagnostic for acholuric 
jaundice. R. Salm 


124. Blood-Groups in Bone-Marrow 
I. A. B. Catute. Lancet [Lancet] 2, 418-419, Sept. 21, 
1946. refs. 


The fixity of the blood group in an individual person 
is generally accepted. However, after repeated trans- 
fusions replacement of the patient’s by the donor’s cells 
may cause an apparent change in the blood group. The 
present investigation of the red cells of the bone marrow, 
which are not subject to the same replacement by donated 
cells as are the peripheral erythrocytes, was therefore 
undertaken to decide whether they are reliable for 
grouping. 

Marrow was obtained from 12 children who had 
received no transfusions by puncture of the tibia, medial 
and distal to the tuberosity, with a Gimson marrow- 
infusion needle (Gimson, Brit. med. J., 1944, 1, 748). 
Marrow from the aspiration syringe was expelled directly 
into a test tube containing double oxalate mixture (3 parts 
ammonium to 2 parts potassium oxalate) which had been 
allowed to dry and then moistened with a drop of saline 
just before use. With dry oxalate, agglutination jeopar- 
dized the chances of satisfactory grouping. Marrow 
suspensions so obtained were ABO- and Rh-typed in 
the usual way. In all 12 normal controls the marrow 
showed the same ABO agglutinogens and agglutinins 
and the same Rh genotypes as those of the corresponding 
specimens of blood. The presence of myeloid cells and 
nucleated red cells did not interfere with reading the test. 


It thus appeared that the true blood group and Rh 
genotype could be ascertained from the marrow cells, 

Marrow grouping was undertaken at intervals in g 
patient whose peripheral blood could not be grouped 
owing to repeated blood transfusions. A baby with 
erythroblastosis foetalis, born Feb. 20, 1946, had blood 
group A, § in the serum, and was Rh-positive. The 
mother was group A, Rh-negative, with a low antibody 
titre to Rh factors C and D, which rose steadily after the 
birth of the baby. Between Feb. 24 and April 5 the 
infant received 8 transfusions of group O Rh-negative 
blood, with only a transient rise in cell count after each 
transfusion. On April 5, the baby’s blood was Rh 
negative and the group was O, with neither « nor £ in the 
serum. On April 7 weak f was present in the serum, 
From April 5 to 18 the red cell count fell from 4,700,000 
to 4,280,000 and on April 18 the group was O, with 8 
in the serum, and there was a trace of agglutination with 
anti-D serum. The marrow was hypoplastic, the marrow 
cells were group A and Rh genotype CDe, cde. By 
April 27 the blood count had fallen to 3,530,000 and the 
blood antigens were A, CDe, cde, corresponding to those 
in the marrow. The blood changes are summarized in 
the table: 


Antigens present 
Date 
Blood Marrow 
Feb. 25 A Rh + —_ 
April 5 O cde, cde od 
April 6 O cde, cde — 
April 7 O cde, cde —_ 
April 18 O cDe, cde A CDe, cde 
April 25 A cDe, cde A CDe, cde 
April 27 A CDe, cde A CDe, cde 


The genotype of the father, group A, was later found 
to be CDe, cDE. Though no genotype was ascertained 
at birth, there can be little doubt the baby was originally 
CDe, cde, a typing confirmed by the marrow and to 
which the peripheral blood eventually reverted. 

: E. G. Sita-Lumsden 


125. Myelofibrosis 

J. KAUFMANN, A. K. MATHISEN, and J. D. PALMER. 
Canadian Medical Association Journal (Canad. med. Ass. 
J.) 55, 111-117, Aug., 1946. 6 figs., 13 refs. 


Kaufmann and his colleagues record the clinical and 
pathological findings in a case of myelofibrosis which 
came to necropsy. They compare it with a case of diffuse 
lymphosarcoma which presented the same clinical picture 
—that is, pain in the long bones and fever associated with 
leuco-erythroblastic anaemia and enlargement of glands, 
liver, and spleen. [This case of myelofibrosis differs from 
many of those previously recorded since there was no 
overgrowth of bony tissue and no proliferation of mega- 
karyocytes.] The authors emphasize the importance of 
bone-marrow biopsy in diagnosis in patients presenting 
this clinical picture. Janet Vaughan 
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126. Hereditary (? Sex-Linked) Anemia 

R. W. Runpies and H. F. Fats. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 211, 641-658, 
June, 1946. 5 figs., 45 refs. 


A description is given of a distinctive type of refractory 
hypochromic microcytic anaemia, associated with 
splenomegaly and sometimes with hepatomegaly, affect- 
ing the male members of two families through several 
generations. 

The first patient was a discharged soldier, 32 years old, 
whose general health had been good until some 2 years 
previously, when an acute febrile illness led to the dis- 
covery of an enlarged spleen. He was subsequently 
called up for the Army but a few months later again 
developed a febrile illness accompanied by jaundice, 
anaemia, and enlargement of the liver and spleen. His 
general condition gradually improved, but when seen by 
the authors some weeks later splenomegaly and hepato- 
megaly were still present. Haematological examination 
revealed a severe hypochromic microcytic anaemia with 
marked variations in size, shape, and haemoglobin 
content of the red corpuscles. There was no evidence of 
sickling, target cells were 6%, and reticulocytes 3-1°%. 
Red-cell fragility in hypotonic saline was decreased. 
The white cell picture was normal. The sternal marrow 
was less cellular than normal with a myeloid-erythroid 
ratio of 5 to 1. Erythropoiesis was normoblastic 
although “* megaloblasts were rare and atypical”. The 
serum bilirubin was 0-83 mg. per 100 ml. and the urine 
urobilinogen “slightly increased”. Radiological and 
other investigations were essentially negative. The 
patient was afebrile during his stay in hospital and was 
eventually able to resume heavy labour. Nine months 
later his condition was unchanged in spite of iron therapy. 

This patient’s family was of German, Scottish, and 
English origin with no known admixture of Medi- 
terranean blood. The fact that the patient’s maternal 
grandfather was known to have an enlarged spleen all 
his life with symptoms suggestive of chronic anaemia 
led to a complete family investigation, 29 relatives being 
examined. 

Abnormalities were then found in 2 male relatives, 
namely, a brother and nephew. The former displayed 
splenomegaly and an anaemia similar to but less severe 
than that in the original patient. The nephew, aged 
34 years, had an enlarged spleen and liver; no anaemia 
was present, but 10% of the red cells were spherocytes. 
No anaemia was found among the female relatives, but 
an abnormal degree of anisocytosis and a small per- 
centage of oval cells were discovered in the mother, 2 
aunts, a sister, anda niece. Further, splenic enlargement 
was present in the mother and niece, and hepatic enlarge- 
ment in the sister. 

The second family to be investigated was of English, 
Dutch, and Swiss stock with no known Mediterranean 
admixture. In the case of 2 brothers, aged respectively 
9 and 13 years, manifestations of severe refractory 
anaemia had been present since early childhood. In the 
first case numerous blood transfusions had been given 


and an enlarged spleen had been removed a year previ- 
ously with no resulting benefit. At the time of examina- 
tion a severe hypochromic anaemia was present, 6°% 
of the cells were target cells and 5% reticulocytes; nucle- 
ated red cells and small intra-erythrocytic inclusion 
bodies were numerous. There was no evidence of 
excessive haemolysis, and red cell fragility in hypotonic 
saline was decreased. In the second patient the anaemia 
was of similar but milder character; red-cell fragility in 
hypotonic saline was also decreased. The liver and 
spleen were enlarged. No haematological abnormalities 
were found in 6 other males examined, although in 1 
of them, the dissimilar twin of the 9-year-old patient 
already referred to, a palpable spleen was detected. 
Examination of 7 female relatives revealed no anaemia, 
but morphological abnormalities of the red cells in ail, 
and splenomegaly in 3. The history of this family 
from 1810 on showed that many male members died of a 
severe illness with symptoms of anaemia at an early age. 
From the study of these two families the authors con- 
clude that the anaemia is transmitted from generation to 
generation by one parent only, and follows a pattern 
compatible with sex-linked inheritance in which the 
character is recessive, or incompletely recessive, in 
females. Since in both families there were females 
having normal and anaemic sons and normal daughters 
and daughters manifesting carrier traits, it is thought that 
the female carriers are heterozygous for the abnormal 
gene. The authors consider that the anaemia is more 
closely allied to Mediterranean anaemia than to any other 
recognized entity, differing from this condition, however, 
in respect of the absence of immaturity of the myeloid 
cells, the minimal evidence of excessive haemolysis, and 
the normal radiological skeletal appearances. A plea 
is made for a more thorough study of cases of hypo- 
chromic anaemia failing to respond to iron therapy or 
presenting an unusual degree of red cell malformation 
with or without splenomegaly, hepatomegaly, or evidence 
of increased haemolysis, for it is probable that hereditary 
anaemias of this type may be more common than is 
generally recognized. L. J. Davis 


127. Simplified Test for Fragility of Erythrocytes 

R. Straus and R. FAIGINn. American Journal of Clinica 
Pathology (Amer. J. clin. Path.] 16, 437-441, July, 1946. 
2 figs., 9 refs. 


A simple and rapid method for the determination of the 
saline fragility of erythrocytes is described. Blood from 
a finger prick is diluted 200 times in a haemocytometer 
pipette with an accurately titrated 0-45°%% solution of 
sodium chloride. At the same time an additional drop 
of blood is diluted 200 times with Hayem’s solution in 
another haemocytometer pipette. Both pipettes are 
shaken for 2 minutes, after which a red cell count is made 
in the normal way. The amount of haemolysis expressed 
as a percentage is calculated from the difference in the 
two counts. 

Using serial dilutions of sodium chloride ranging from 
0-40 to 0-85%, in increments of 0-5%, and also Hayem’s 
solution, as diluents, erythrocyte counts were made on 
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blood from 50 normal subjects and from 10 patients with 
congenital haemolytic anaemia. The results for normal 
blood showed little change in the red cell count with the 
higher concentration of saline, but a rapid decrease when 
the blood was diluted with sodium chloride concentra- 
tions of 0-4% or less. Blood from cases of congenital 
haemolytic anaemia showed a pronounced decrease in 
the number of surviving cells in concentrations of 6-55 
and 0°56°%% sodium chloride solutions, while in the 0-45°, 
solution there was an almost complete disappearance of 
erythrocytes. 

From these results the authors therefore conclude 
that a sodium chloride solution of 0-45% represents 
a critical concentration which differentiates normal 
erythrocytes from those which are abnormally fragile. 
Calculated on the basis of the percentage of erythrocytes 
haemolysed, cases of congenital haemolytic anaemia 
show 70-100°% haemolysis in 0-45°% saline, whereas blood 
from normal controls shows less than 30% haemolysis 
at this concentration. 

[This represents a modification of Harvey’s method 
(Edinb. med. J., 1937, 44, 100), in which a concentration 
of 0-35°%% sodium chloride was used; the principle was 
also described by Smith and Evans (Brit. med. J., 1943, 
1, 279), who employed a concentration of 0-433% 
sodium chloride.] 

R. Winston Evans 


128. Observations on the Effect of Lowered Oxygen 
Tension on Sicklemia and Sickle Cell Anemia among 
Military Flying Personnel 


A. B. HENDERSON and H. E. THOoRNELL. Journal of 


Laboratory and Clinical Medicine [J. Lab. clin. Med.] 31, 
769-776, July, 1946. 1 fig., 12 refs. 


The accepted average incidence of the sickling trait 
among negroes in the United States is 7-9%, of whom 
approximately 1 in 15 develops the anaemic state. 
Because it has been shown that reduction of oxygen 
tension in vitro will reveal sickling of the erythrocytes of 
susceptible individuals, it appeared important to deter- 
mine the effect of high altitudes on negro flying personnel. 

Observations on 260 negro aviation cadets and on 52 
trained negro aviators confirmed the reported incidence 
of sicklaemia, but failed to provide evidence that the 
condition was responsible for unfitness for flying duties, 
since the percentage of individuals showing the sickling 
trait remained approximately constant in groups at 
various stages of training, as well as in those eliminated 
as unsuitable. The effect of exposure of 4 subjects with 
sicklaemia and 4 controls to reduced oxygen tension near 
the levels of human intolerance for short periods by 
means of a low-pressure chamber failed to reveal intra- 
vascular sickling or evidence of increased haemolysis. 
A subject with sickle-cell anaemia withstood lowered 
oxygen tension even better than normal subjects, 
although in this case there was a slight increase in the 
percentage of erythrocytes showing sickling, which was 
controlled by administration of oxygen. No evidence 
of massive intravascular haemolysis was observed, 
however. L. J. Davis 
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129. Studies on Pernicious Anaemia. I. Addison's 
Anaemia and Pantothenic Acid. (Etude sur l’anémie 
pernicieuse d’Addison-Biermer. I. Anémie d’Addison. 
Biermer et acide pantothénique) 

M. Piette. Bulletin de la Société de Chimie Biologique 
[Bull. Soc. Chim. biol.] 28, 322*324, April-June, 1946, 
18 refs. 


This article deals solely with a consideration (the 
author’s own experimental findings are given in Abstract 
No. 130), from evidence reported in the literature, of a 
possible relationship between pantothenic acid and per- 
nicious Addisonian anaemia. Piette points out that a 
salient feature of this type of anaemia is its megalo- 
blastic nature, causing an inhibition of the maturation 
of the red cells. That is compared with the part played 
by pantothenic acid as a growth-promoting vitamin. 
Furthermore, the gastro-intestinal symptoms noted in 
experimental vitamin-deficient animals can be compared 
with similar symptoms noted in patients suffering from 
anaemia. The pathology of the two conditions is also 
similar in regard to degeneration of the liver and to 
lesions in the spinal cord. Attention is drawn to the 
fact that, although pantothenic acid is widely distributed 
in nature, the liver of mammals contains the greatest 
proportion, about 40 mg. per kilo of fresh tissue. 
Reference is made to other experiments in which 10 mg, 
per day of pantothenic acid given to vitamin-deficient 
rats resulted in an increase of the reticulocyte count 
from 1-3 to 3-4and 5-2%. Finally a number of references 
are given concerning folic acid and its relationship to 
haemopoiesis. R. Wien 


130. Studies on Pernicious Anaemia. II. Pantothenic 
Acid and the Reticulocyte Reaction in the Normal Animal. 
(Etude sur l’anémie pernicieuse d’Addison-Biermer. 
II. L’acide pantothénique et la crise réticulocytaire chez 
Panimal normal) 

M. Piette. Bulletin de la Société de Chimie Biologique 
[Bull. Soc. Chim. biol.) 28, 324-327, April—June, 1946, 
4 refs. 


The author describes experiments in support of the 
hypothesis given in Abstract No. 129. He mentions 
the difficulty in finding a reliable biological test and 
employs the reticulocyte reaction in rats as a quali- 
tative rather than a quantitative estimate. Young 
animals (about 100 g.) and adult animals (about 200 g.) 
were used, the reticulocyte level in the normal animal 
varying between 1 and 2°5%. The administration of 
active liver extracts increases the count to between 5 and 
10°. Oral administration produced better results than 
parenteral administration, possibly on account of an 
intrinsic gastric principle. The results in adult animals 
were more definite than those obtained in young animals. 
Pantothenic acid was given as d-calcium pantothenate 
in a single dose of 800 mg. per rat, and reticulocyte 
counts were taken for 12 days. A definite reaction was 
noted between 7 to 12 days, a result which is stated to 
be as good as that obtained with potent liver extracts. 
R. Wien 
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Respiratory Diseases 


131. Treatment of Respiratory Infections with Penicillin 
Aerosols. (El tratamiento de las infecciones de vias altas 
respiratorias mediante aerosoluciones de penicilina) 

M. JIMENEZ QUESADA. Revista Clinica Espanola [ Rev. 
clin. esp.] 21, 515-525, June 30, 1946. 13 refs. 


Penicillin aerosols, produced by a spray apparatus, were 
used to treat infections of different parts of the respiratory 
tract. The diffusion of aerosol into sinus cavities and 
into the middle ear was aided by the use of cannulae 
fitted into ostia. In this way the author treated, among 
a variety of cases, two series with chronic sinusitis: (a) 17 
cases not previously operated upon, and (5) 14 cases in 
which operation failed to cure the infection. Samples 
of inflammatory exudate were cultured and colony counts 
made before and after aerosol treatment. The organisms 
most commonly found were staphylococci and strepto- 
cocci. The effect of treatment in all the cases investi- 
gated was to sterilize the exudate or greatly to reduce the 
colony count. This coincided with rapid clinical 
improvement and eventual cure of all the cases in series (a) 
and of 12 of the cases in series (6). The total dose 
employed varied from 300,000 to 800,000 units. The dose 
at each sitting was 20,000 units or 1 ml. of penicillin 
solution sprayed. This was given at 3-hourly intervals, 
5 times a day. Other respiratory conditions which the 
author claims to have treated successfully are asthma of 
bacterial origin, suppurative bronchitis, acute ctitis 
media, and acute tonsillitis. 

[The dosage referred to is in units of penicillin dispersed 
as aerosol, and it is likely that only a fraction of the dose 
would be retained in the respiratory tract. The‘retention, 
main site of deposition, and rate of absorption into the 
blood stream of the inhaled particles of penicillin would 
depend largely upon the particle-size distribution of the 
aerosol, for which the author gives no data. The blood 
concentration of penicillin and its persistence in the 
sputum are not discussed.] H. M. Adam 


132. The Use of a New Vasoconstrictor-Penicillin 
Combination in the Treatment of Upper Respiratory 
Infections 

L. D. SULMAN. Medical Times [Med. Times, N.Y.] 74, 
211-218, Aug., 1946. 13 refs. 


The author reviews the previous literature on the use of 
penicillin locally in the nose, and points out that the 
successful local use of any bacteriostatic agent in the nose 
is, of course, contingent upon the drug reaching the site 
of infection. This necessitates the use of a good vaso- 
constrictor to shrink the swollen mucous membranes 
and open up the nasal passages. Paredrine hydro- 
bromide has been found to be the drug of choice, as it is 
less irritating and a more effective vasoconstrictor than 
ephedrine. Sulman uses paredrine hydrobromide 1% to 
which 800 Oxford units of penicillin per ml. are added. 
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The strength does not fall below 500 units per ml. over 
a period of 7 days when kept at room temperature. The 
method most often used was to apply this preparation on 
a saturated nasal tampon for 5 minutes, subsequently 
using 3 drops in each nostril 3 or 4 times daily. In 
other cases the displacement technique was employed 
with a quarter strength solution of the preparation 
described above. 

It was found that the reduction in congestion after 
penicillin combined with paredrine hydrobromide was 
greater than when paredrine hydrobromide was used 
alone. It is suggested that the enhanced effect is due to 
the rapid bacteriostatic action of the penicillin. Sulman 
points out that, although penicillin has no effect on the 
virus infections, no upper respiratory infection is a pure 
virus infection after the first few hours, and that it is on 
the secondary invading organisms that the penicillin 
has its action. Unlike the sulphonamides the toxicity 
of penicillin was negligible. 

There were 61 cases in the series, all of which had at 
some time been treated for similar complaints by other 
methods, thereby giving a measure of control to the 
investigation. Nine cases were treated by tampon alone, 
41 by tampon and drops, 9 by drops alone, and 2 by 
displacement. The results were recorded as “* excellent ” 
in 8 cases, “* very good ”’ in 6, ** good ” in 41, and “ fair ” 
in 5. In only 1 case was there no improvement. This 
case was a chronic infection complicated by a deviated 
nasal septum and hay fever. A complete table of all 
60 cases is given by the author with details of symptoms, 
treatment, and results. The best results appear to have 
been obtained in the acute nasal and nasopharyngeal 
infections. Stephen Suggit 


133. Spirochaetel Infection of the Respiratory Tract. 
(Spirochaeteninfecties van de luchtwegen) 


L. Koster. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 90, 1030-1034, Aug. 24, 1946. 
1 fig., 6 refs. 


Three cases of spirochaetosis bronchialis are des- 
cribed, from a study of which the author deduces that 
the disease in its different forms is endemic in Holland, 
has a definite clinical and radiological picture, and will 
respond quickly to antispirochaetal therapy. 

The first patient had suffered for 2 years from 
bronchitis with occasional haemoptysis, bouts of fever, 
and increasing malaise. A small ulcer in the right 
bronchus was found at bronchoscopy. The blood pic- 
ture was normal and radiographs of the lungs normal. 
The muco-purulent sputum contained large quantities 
of spirochaetes identical in appearance with Leptospira 
buccalis, but swabs from mouth and throat produced 
none. Neoarsphenamine treatment resulted in a speedy 
cure. 

The second’ case ran a subacute course, the patient 
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developing ulcers in the mouth, in the larynx, and on 
the penis, rapid cachexia, fever, and signs of bronchitis. 
The left lung showed radiological evidence of infiltration 
with cavity formation. The sputum teemed with spiro- 
chaetes. Within a month of beginning treatment with 
neoarsphenamine a clinical cure had been reached and 
the radiological changes in the lung had practically dis- 
appeared. The third patient became acutely ill with 
cough, hoarseness, much purulent sputum, dyspnoea, 
and sweating. He developed ulcers in the mouth, puru- 
lent conjunctivitis, laryngeal and penile ulceration, and 
looked extremely ill. Temperature, pulse rate, and 
respiration rate were all raised. Signs of bronchitis 
were present in the chest. Blood examination gave no 
clue to his illness, but radiographs of the chest showed 
greatly increased density of*the hilar shadows, and his 
abundant foetid sputum contained myriads of spiro- 
chaetes. Within 14 days of beginning treatment with 
neoarsphenamine, a clinical cure had been achieved and 
radiological appearances were normal. 

In conclusion the author stresses the importance of 
examining fresh sputum and also all layers of the sputum, 
(in ‘1 case only the finely granular detritus of the bottom 
layer revealed the presence of spirochaetes). 

S. S. B. Gilder 


134. The Use of Penicillin Aerosol in Bronchopulmonary 
and Sinus Infections - 

A. L. BARACH, B. GARTHWAITE, and C. RuLE. New York 
State Journal of Medicine [N.Y. St. J. Med.] 46, 1703- 
1713, Aug. 1, 1946. 7 figs., 39 refs. 


In the treatment of bronchopulmonary diseases chemo- 
therapeutic aerosols have the advantage not only of rapid 
absorption through the alveoli, but also of deposition on 
an infected surface. If this surface is covered with 
fibrin or pus, and is not readily reached by the blood 
stream, penicillin aerosol therapy is free from the dis- 
advantages of continual injection. The comparison of 
the relative efficacy of the intramuscular with the inhala- 
tional routes of administration of penicillin requires 
further study, however. 

In cases of sinusitis penicillin aerosol is ineffective 
unless introduced under negative pressure. For this 
purpose a special apparatus was devised, in which, by 
means of a specially constructed valve, the nose can be 
alternatively subjected to a negative pressure and to the 
aerosol, which is produced by a flow of 6 litres of oxygen 
a minute through the vaporizer. The patient first takes 
2 or 3 breaths of aerosol, the handle is then turned, 
and he swallows, and when he has a subjective feeling of 
suction in the nose the handle is turned back. Asa result 
of repeated negative pressure penicillin aerosol enters the 
various sinuses that have a patent orifice. Patients with 
chronic sinusitis are generally treated 4 times a day with 
inhalations of 50,000 units of crystalline sodium penicillin 
in 1 ml. normal saline. In some cases, especially of 
acute sinusitis, a single daily treatment is often effective. 

In the treatment of bronchopulmonary diseases a 
definitive appraisal of results is not yet possible. The 
following is the method used. The technique of inhaling 
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penicillin aerosol during the inspiratory cycle alone by 
putting the thumb over a Y-tube inserted in the rubber 
tubing from the regulator to the nebulizer is generally 
used. The tongue is especially sensitive to penicillin 
aerosol, and may become reddened or even blackened 
after treatment. In an attempt*to exclude these effects 
the apparatus has been modified: (1) by the insertion 
of a baffle between the nebulizer and the mouth-piece to 
precipitate the larger particles; (2) by the use of a very 
fine particle nebulizer; (3) by filling the re-breathing bag 
with a glass of hot water, and placing the bag in a cop- 
tainer of hot water. This humidified aerosol is more 
comfortable than the dry one. 

The concentration generally employed is 50,000 units 
of crystalline sodium penicillin in 1 ml. of normal saline 
inhaled 4 to 5 timesaday. The flow of oxygen employed 
is 12 litres a minute. The patient closes the open end 
of the Y-tube at the end of expiration and holds it 
there until inspiration is complete, when he exhales into 
the re-breathing bag. After use the apparatus is rinsed 
with saline. By this method an effective blood level of 
0-05-0-2 units per ml. of serum can be obtained for a 
period of 2 hours after treatment, so that the inhalation 
may be spaced at 3-hourly intervals. In some cases an 
evening injection of 50,000 units is also administered. 

A number of case histories are given, illustrating the 
success of this form of treatment in selected cases, 
Patients with haemolytic streptococcal or pneumococcal 
infections respond most readily, whereas mixed Gram- 
positive and Gram-negative infections do not react so 
well.» The precise indications for aerosol rather than 
injection therapy must await further investigation, but 
aerosol therapy would appear to be especially valuable 
in bronchiectasis, lung abscess, and sinusitis. 

G. W. Whittall 


135. Congenital Cystic Disease of the Lung 
W. SAvaIN and J. E. BRYANT. Radiology [Radiology] 417, 
156-162, Aug., 1946. 8 figs., 7 refs. 


The authors describe 3 patients with congenital cystic 
disease of the lung. The first patient was a female, 
aged 39, with dilatation of the bronchus to the middle 
lobe, visualized by lipiodol. The patient developed a 
right-sided pleurisy. The pain was periodic and of a 
constrictive nature accompanied by a hacking and 
moderately productive cough. Lobectomy of the middle 
lobe was performed successfully. This was regarded as 
one of the two types described by Grawitz—the result of 
faulty embryonic development. The cysts may be 
quiescent for years and the patient may reach adult life 
without being aware of the condition. Infection of the 
cyst produces signs and symptoms which eventually 
lead to its discovery. The second patient, a child of 3 
years, came to hospital with the symptoms of pleurisy 
with effusion. A radiograph showed little sign of lung 
tissue on the right side; it was compressed into the 
cardiophrenic angle by a large multilocular air sac. The 
condition resembled chronic bullous emphysema. The 
patient was examined in the clinic for 1 year and showed 
no distress except for occasional upper respiratory 
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infection. The third patient, a negro girl, aged 8 months, 
had a large cyst with a fluid level at the base of the 
right lung. Thoracotomy and drainage were followed 
by dramatic improvement. James F. Brailsford 


136. Generalized Lymphatic Carcinomatosis (Cancerous 


Lymphangitis) of the Lungs, with Special Reference to 
Miliary Carcinomatosis and the Syndrome of “ Granulie 
Froide ” 

c. G. Lamsie and J. Corwer. Medical Journal of 
Australia [Med. J. Aust.] 2, 439-446, Sept. 28, 1946. 
6 figs., 42 refs. 


A case of widespread carcinomatosis in a woman of 
34 years is described. Fifteen months elapsed between 
the onset of symptoms and the fatal outcome. A radio- 
graph of the chest in the early stages showed no 
abnormality. Four months before death symptoms 
became rapidly aggravated, whereupon radiographs 
showed miliary mottling of both lung fields, a denser 
shadow below the right hilum, and evidence of disease 
in the eleventh thoracic vertebra. The main features 
of the patient’s clinical condition were increasing severity 
and radiation of back pain, repeated small haemop- 
tyses (bright red and frothy sputum), progressive anae- 
mia, weakness, loss of weight, and finally respiratory 
embarrassment. The disease ran an apyrexial course. 
Bronchoscopy showed submucous vesicle-like nodules, 
localized broadening of the carina, and a granulomatous 
narrowing of the right bronchus. At necropsy, the 
pleural cavities contained straw-coloured fluid. Under 
the visceral pleura small nodules of neoplasm were seen 
and white streaky lines suggested lymphatic permeation. 
Numerous white nodules were scattered throughout both 
lungs; they varied in size from 1 mm.tolcm. Below the 
right hilum there was a more extensive and less regular 
area of neoplasm. Submucous lesions were seen in 
the larger bronchi. Hilar lymph nodes and those of 
the anterior mediastinum and neck were infiltrated, 
while blood-borne metastases involved the liver, left 
kidney, right ovary, ascending colon, sixth left rib, and 
eleventh thoracic vertebra. Perivascular and subpleural 
lymphatics contained groups of cancer cells, while no 
such changes were seen in arterioles; direct intra- 
alveolar spread could also be seen. The final diagnosis 
was that of bronchial carcinoma with multiple meta- 
Sstases and carcinomatous lymphatic infiltration of the 
lungs. Without necropsy, the case would have been 
recorded as one of tuberculosis, though the possibility 
of Boeck’s sarcoidosis was recognized. Differentiating 
features from both of these conditions are demonstrated. 

Two types of carcinomatous lymphangitis may be 
Tecognized: (1) a very acute, diffuse, or non-granular 
type, where the invaded lymphatics form a dense network 
with little evidence of granulation; (2) a less acute, 
granular or nodular type (as in the present case), where 
the network is less conspicuous but miliary- lesions are 
in evidence. These are usually largest at the hilum, 
giving an appearance of “ pearls on a string” towards the 
Periphery. Miliary lesions, with neither lymphatic net- 
work nor hilar shadows, suggest blood’ spread. Mvost 
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cases of cancerous lymphangitis previously reported have 
followed a primary gastric carcinoma. By the term 
granulie froide, French physicians signify a condition 
showing disseminated miliary lesions in radiographs of 
the lungs of patients who are apyrexial and whose 
general condition appears to be fairly satisfactory. Such 
cases are often labelled “‘ chronic miliary tuberculosis ”’. 
In the present paper the following are listed as additional, 
if rare, causes of granulie froide: esnier-Boeck-Schau- 
mann syndrome, lymphogranulomatosis, pneumono- 
coniosis, mycotic diseases of the lungs, miliary hydatid 
disease, chronic disseminated peribronchial tuberculosis, 
multiple minute bronchiectases, disseminated leucaemic 
foci, disseminated minute gummata, lipoid histiocytosis, 
some cases of passive pulmonary congestion, and lipiodol 
injection. [Eosinophilic lung might be added to such a’ 
comprehensive list. The conception of granulie froide 
is based essentially upon the results of radiological 
examination and, with this in view, it is clear that miliary 
carcinomatosis, at least in the earlier stages, may 
produce similar appearances.] T. Semple 


137. Méediastinal Chorionepithelioma ina Male. A Case 
Report 

O. Hirscu, S. L. Rossins, and J.D. HOUGHTON. Ameri- 
can Journal of Pathology {Amer. J. Path.] 22, 833-845, 
July, 1946. 4 figs., 37 refs. 


A man, aged 26 and previously healthy, developed pain 
in the chest and, later, cough with increasing dyspnoea 
and haemoptysis. Mediastinal lymphosarcoma was 
diagnosed clinically but the possibility of a teratoma was 
considered. The pain and dyspnoea became very severe 
and death occurred suddenly 32 days after the onset of 
symptoms. Gynaecomastia was noticed before death. 
At necropsy a large friable haemorrhagic tumour 
10x98 cm. was found in the superior mediastinum, 
with extensive involvement of the upper and middle lobes 
of the right lung. It was adherent to the left upper lobe, 
and extended into the pericardium; the superior vena 
cava was compressed. Metastases were extensive 
throughout all the lobes of the lungs; a single mass 8 cm. 
in diameter was present in the liver, and a nodule 2 cm. 
in diameter in the right lobe of the cerebellum. The 
testes and the remaining viscera appeared normal. 
Histological section of the large tumour showed: (a) the 
typical picture of chorionepithelioma; (6) masses of 
large undifferentiated round cells with little cytoplasm 
and “‘ widely scattered mitotic figures”. Differentiated 
teratomatous tissue was not found. Sections from 32 
blocks of the testis failed to disclose neoplastic tissue or 
scarring. Sections of breast were typical of gynaeco- 
mastia, without secretory activity. In the pituitary a 
considerable part of the anterior lobe was composed of 
actively-dividing ‘* pregnancy cells”. Two specimens of 
urine, one taken 7 days before death and the other at 
necropsy, gave a strongly-positive Aschheim-Zondek 
reaction. 

The authors conclude that the tumour was a combined 
chorionepithelioma and embryonal carcinoma, primary 
in the mediastinum, and probably of teratomatous origin. 

W. S. Killpack 


|_| 
| 
| 
ber 
ally | 
llin 
: 
cts | 
ion | 
to | 
ery | 
vag | 
on- | 
ore | 
fed 
nd | 
it 
ito | 
of | 
ts | 
on 
he 
cs. 
m- 
so 
an 
le 
‘7, 
tic 
le, 
lle 
a 
a 
nd | 
ile 
as 
of 
: 
ife 
he 
lly 
3 | 
sy 
ng 
he 
he 
he | 
od | 


Digestive 


138. An Outline for the Treatment of Peptic Ulcer 

E. P. LASHER. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 13, 221-227, July, 1946. 5 figs., 
68 refs. 


To clarify the treatment of peptic ulcer, the following 
classification is adopted, and the recommended approach 
to each class is given: 


Group I.—Uncomplicated gastric or duodenal ulcer. 

Type A.—Patients under 40 with a first attack. Ordi- 
nary medical treatment on the usual lines. 

Type B.—As in type /, but the patient fails to respond 
to treatment or relapses quickly. Surgery should be 
considered. 

Type C.—Gastric ulcer, where there is suspicion of 
carcinoma. If doubt still exists after 3 weeks of 
observation, operation is advised. 

Type D.—Patients over 40 with duodenal ulcer. Unless 
medical treatment brings prompt response, gastrec- 
tomy is advised. 

Type E.—Patients over 40 with gastric ulcer. As for 
type D, but bearing in mind the added possibility of 
malignancy. 


Group II.—Complicated duodenal ulcer. 

Type A.—Pyloric obstruction. If conservative methods 
fail, gastro-enterostomy is advised. 

Type B.—Acute perforation. Simple closure is 
recommended. 

Type C.—Patients under 40 with haemorrhage. Con- 
servative treatment in the first instance, and further 
treatment as for Group I. 

Type D.—Patients in whom all forms of treatment have 
failed. Treatment may be tried by new methods 
such as continuous neutralizing drip, enterogastrone, 
or vagal division. 


Group III.—Patients over 40 with massive haemorrhage. 
Gastric resection under local analgesia with con- 
tinuous transfusion is advised. 


Group IV.—Complicated gastric ulcer. 

Type A.—Acute perforation. Simple closure is recom- 
mended, but in view of the possibility of carcinoma, 
it is wise to be prepared for a more extensive 
operation. 

Type B.—With haemorrhage. In view of the higher 
mortality than in duodenal ulcer, cases should be 
treated as Group III. 

Type C.—Suspected carcinomatous change. As for 
Group I, type C. 

Type D.—Long-standing or recurrent ulcer. 
resection is advised. 


Gastric 


Group V.—Marginal or recurrent or jejunal ulcer and 
their complications. No general rules apply. The 
choice of operation to minimize the risk of such 
complications is discussed. 
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Disorders 


Group VI.—Peptic ulcer of the oesophagus. Medica) 
treatment is usually adequate, but surgery may by 
required to correct some underlying abnormality 
such as a short oesophagus, diaphragmatic hernia, 
or incompetent cardia. 


Group VII.—Gastroduodenal ulceration in the aged, 
This differs from that in younger patients in that jt 
is often multiple, and is rarely associated with 
hyperacidity. The prognosis is poor, and e. 
sanguinating haemorrhage is common. 

[This paper cannot be adequately summarized, as jt 
is itself highly condensed, and the original should be 
consulted.] John R. Forbes 


. 


139. Medical Management of Pyloric Obstruction 
Resulting from Peptic Ulcer 

S. A. SELEY. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 13, 238-243, July, 1946. 5 figs, 
8 refs. 


This paper is a study of 72 cases (60 males, 12 females) 
of peptic ulcer with pyloric obstruction treated over a 
period of 12 years, the majority of patients having been 
followed up for 3 or more years. Sixty-two of the cases 
are stated to have “‘ responded well” to medical treatment, 
and the remaining 10 were subjected to operation. Only 
3 of the patients treated medically required treatment in 
hospital. 

To determine whether spasm or cicatrization is the 
dominant cause of the stenosis, the patient is given 
gastric lavage before breakfast daily for 10 days. If at 
the end of this time gastric retention is no longer present, 
or is greatly reduced in amount, medical treatment is 
continued. If retention persists, operation is advised. 
A bland diet of 6 meals daily is also given, together with 
multi-vitamin capsules, and a belladonna and aluminium 
hydroxide gel mixture 6 times daily. As the patient 
improves gastric lavage is carried out at increasing 
intervals and finally discontinued. On an average, at 
the end of 8 weeks, the patient is able to stop treatment 
and to resume a full sensibly-balanced diet. He is 
thereafter seen every 3 months. 

A review of current American methods of treatment of 
pyloric stenosis follows. John R. Forbes 


140. Nocturnal Gastric Secretion. II. Studies on Norma 
Subjects and Patients with Duodenal Ulcer 

D. J. SANpweiss, M. H. F. FRIEDMAN, M. H. SUGARMAN, 
and H. M. Popo.tsky. Gastroenterology [Gastroentero- 
logy] 7, 38-54, July, 1946. 7 figs., 23 refs. 


The belief that the quantity and degree of acidity of 
the gastric juice secreted during sleep is far greater in the 
patient with duodenal ulceration than in the normal 
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n is widespread and based on numerous experimental 
investigations. The neutralization of such acidity has 
been regarded as one of the major duties and difficulties 
of the physician. 

The authors have reopened the whole question in a 
review and report on their studies of nocturnal secretion 


in 38 normal and 29 duodenal-ulcer patients, involving © 


150 experiments. These were divided into 3 series. In 

’ Series I no food was taken after the noon meal until 
6 p.m., when the gastric contents were completely 
aspirated. A meal was then given which included meat 
extracts and fish. Hourly samples were withdrawn from 
8 p.m. to midnight, when complete aspiration was carried 
out and repeated hourly until 8 a.m. In Series II the 
meal at 6 p.m. was devoid of such secretagogues as beef 
extract and fish. In Series III the procedure was the 
same as for I, except that continuous aspiration was 
practised from midnight until 7 a.m. 

The findings were as follows: (1) normal and ulcer 
cases secrete acid gastric juice during the night; (2) less 
free hydrochloric acid is secreted if the evening meal is 
of the type given in Series II; (3) acid concentration is 
the same for normal and ulcer patients at night; (4) inter- 
mittent aspirations withdraw more gastric juice from 
ulcer patients than from normal stomachs; (5) continuous 
suction in cases of uncomplicated duodenal ulcer produces 
on the average the same volume as from normals; (6) acid 
curves vary considerably in the same individual on 
different nights; (7) gastric secretion does not occur at 
a uniform rate throughout the night. 

{It is surprising to learn that there is no difference 
between normal subjects and patients with uncomplicated 
duodenal ulcer as regards the volume and acidity of the 
gastric juice secreted throughout the night. The authors 
suggest that their findings differ from those of earlier 
workers in that the latter have dealt with patients with 
very active ulcer symptoms, whereas their patients were 
ambulatory and had only mild distress. The higher 
volume of juice found in the ulcer patient when inter- 
mittent aspiration is used is probably to be attributed to 
the fact that there is greater retention of gastric contents 
owing to closure or spasm of the pylorus. That this does 
occur, especially when the stomach is empty of food, has 
long been recognized and was in fact a matter of comment 
by Ryle in his original papers on fractional test-meal 
analyses. The practical therapeutic outcome is that 
emphasis is once again placed on the value of drugs 
which overcome pyloric spasm, and on the special indi- 
cation for their administration at night time.] 

A. H. Douthwaite 


141. The Consistency, Opacity, and Columnar Cell 
Content of Gastric Mucus Secretec under the Influence of 
Several Mild Irritants F 

F. HOLLANDER, J. STEIN, and F. U. LAuBEr. Gastro- 
enterology [Gastroenterology] 6, 576-595, June, 1946. 
6 figs., 28 refs. 


Studies have been carried out on the mucous secretion 
obtained by the application of various stimuli to Heiden- 
hain pouches of the bodies of the stomachs of dogs. 


DISORDERS 51 
The stimuli included distilled water, distilled water 
saturated with ether, isotonic saline, hypertonic (0-5 N) 
saline, 5° clove-oil emulsion in water, and 50% ethyl 
alcohol. In addition the secretions obtained after gentle _ 
massage of the mucosa and “* spontaneous ” (no stimulus 
at all) secretions were analysed. The consistency, 
viscosity, opacity, and columnar-cell content of the 
specimens were evaluated statistically. The conditions 
of the experiments were such that the specimens contained — 
no obvious acid secretion. 

Fron the observations recorded it is concluded that 
pure mucus is colourless, transparent, of variable con- 
sistency, and free from suspended material. Opacity of 
a specimen is the result of suspended material, chiefly 
desquamated columnar cells. Increasing viscosity, 
opacity, and columnar-cell content are correlated statisti- 
cally, and are also directly related to the irritating powers 
of the stimulus applied. Alternative hypotheses are put 
forward to explain these variations, and it is concluded 
that there are 2 independent processes involved im the 
protection of the gastric epithelium against various forms 
of irritation. One is the secretion of mucus, and the 
other is the desquamation of surface epithelium. The 
latter is auxiliary to the former, and is called forth only 
if simple mucus secretion is insufficient to ward off the 
effect of the irritant. By means of this desquamation 
mechanism the destructive agent is carried away, and | 
is prevented from coming into contact with the more 
delicate glandular epithelium lying beneath. The 
desquamation is to be regarded as a normal physiological 
response to mild irritation, and not as a pathological 
reaction. John R. Forbes 


142. Some Results of the Gastric Secretory Response of 
Patients having Duodenal Ulcer Noted During the 
Administration of Benadryl 

R. U. Moerscn, A. B. Rivers, and C. G. MORLOCK. 
Gastroenterology [Gastroenterology] 7, 91-99, July, 1946. 
4 figs., 10 refs. 


The effect of ‘ benadryl” (f-dimethylaminoethyl 
benzhydryl ether hydrochloride) upon gastric acidity was 
studied in 16 patients undergoing standard medical 
treatment for duodenal ulcer. Four patients were given 
the double histamine test. A stimulating dose of 0:04 mg. 
of histamine base per 10 kilo of body weight was given, 
and the gastric contents aspirated at 10-minute intervals 
until acidity returned to the fasting level. Then intra- 
venous administration of 60 mg. of benadryl in 100 ml. 
of isotonic saline solution, at a rate of 25-30 drops per 
minute, was begun. A second subcutaneous injection of 
histamine was given at the same time, and the resulting 
curve of gastric acidity compared with the previous 
curve. In all cases the gastric acidity during the 
administration of benadryl was not significantly lower. 
In 3 patients histamine was given intravenously by a slow 
drip. When gastric acidity appeared to have reached 
a maximum, benadryl was given intravenously. It 
seemed to have no influence on the subsequent curve of 
acidity, which continued at a high level. A third group 
of 3 patients received, instead of histamine, a test meal 
consisting of arrowroot cakes and water. The gastric 
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acidity was observed for 1 hour, after which the stomach 
was emptied. A second test meal was given, and with 
it benadryl (100 mg. by intravenous drip). Again it was 
found that the gastric acidity while benadryl was being 
given was not significantly lower than when it was not. 
A similar test, with 200 mg. of benadryl, was carried out 
on a further 6 patients, but once more the benadryl 
appeared to exercise no significant influence on the curve 
of gastric acidity. Accurate measurements of the total 
volume of gastric secretion were not carried out on all 
the patients, but there appeared to be no consistently 
significant reduction of secretion after the use of benadryl. 
The authors conclude that their studies do not lead them 
to believe that benadryl will prove useful in the treatment 
of peptic ulcer. John R. Forbes 


143. Clinical Observations on the Use of Benadryl : 
Its Effect on Histamine-Induced Gastric Acidity in Man 

T. W. McE.In and B. T. Horton. Gastroenterology 
[Gastroenterology] 7, 100-107, July, 1946. 6 figs., 8 refs. 


The authors state that their early gastric studies with 
“* benadryl ”’ were abandoned because the drug appeared 
to exercise little or no inhibiting action on the rise of 
gastric acidity after the administration of histamine. 
However, they returned to their experiments after it was 
found that clinical trials appeared to be satisfactory. 
They have progressively decreased the dose of histamine 
to a level which will just provoke a rise in acidity, on the 
assumption that this dose is probably comparable with 
the amounts of histamine normally liberated in the body; 
at the same time they have increased the dosage of bena- 
dryl to a mildly toxic level (when undue drowsiness 
becomes apparent). The present study was carried out 
by means of the double histamine test, which is based on 
the observation that 2 successive subcutaneous doses of 
histamine will cause almost identical curves of gastric 
acidity. During each second histamine test, benadryl 
was given, and the curve of acidity compared with that 
provoked by the first test. The subjects were 8 patients 
suffering from disseminated sclerosis. The doses of 
histamine varied between 1-3 mg. in the earlier investiga- 
tions and 0-01 mg. in the last analyses. The benadryl 
was in most cases given intravenously, and the dosage 
varied considerably. The findings are presented graphi- 
cally, and the authors claim that of their 8 patients the 
results in 4 show suggestive evidence of the inhibition 
by benadryl of the histamine-induced rise of gastric 
acidity; in 2 patients there was no such evidence; in 
1 patient benadryl appeared to provoke a further rise in 
acidity; and 1 patient failed to respond to histamine. 
[The authors wisely do not draw any definite conclusions 
from the results presented. Their charts certainly do 
not show any convincing evidence of histamine inhibition 
by benadryl.] John R. Forbes 


144. A Study of 219 Cases of Peptic Ulcer in a Series of 
2,301 Consecutive Necropsies 

J. O. Gisss. Quarterly Bulletin of North-western Uni- 
versity Medical School (Quart. Bull. Nthwest. Univ. med. 
Sch.) 20, 328-338, Autumn, 1946. 58 refs. 
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145. Complications of Chronic Non-Specific Ulceratiy 
Colitis 
W. E. Ricketts and W. L. PALMER. Gastroenterology 
[Gastroenterology] 7, 55~66, July, 1946. 63 refs. 


A valuable analysis of chinical manifestations of 
ulcerative colitis in 206 patients is here recorded. The 
authors state that 142 cases were uncomplicated and 4 
complicated. [As haemorrhage is included as a compli. 
cation it is difficult to visualize the type of case regarded 
as free from complications. Presumably the authors refer 
to severe repeated haemorrhage with secondary anaemia, 
If this is so, it is still remarkable that 69°% of their series 
fall into the “‘ uncomplicated ” group.] 

The most important local complications are polypj 
(10%), stricture (3-9%), stricture leading to obstruction ® 
(2-9%), haemorrhage (? severe) (6°8%), carcinoma (1-4°), 
The authors make no mention of having observed 
multiple strictures of the colon, yet these have been 
reported by many observers in the past. In respect of 
haemorrhage, apart from the obvious source of bleeding, 
haemorrhoids figure largely in the series, the incidence 
being 68%. [This is precisely the figure given’ for 
haemorrhage and suggests an error in including the latter 
in the table of complications.] Bleeding may be en- 
couraged by prothrombin deficiency occasioned by 
defective absorption of vitamin K. Of the complica 
tions involving adjacent structures, fistula did not occur 
in this series although it has been observed by others. 
Abscesses and perforation, which is usually walled off, 
arose in 4-4 and 3-4°% respectively. Of complications 
distant from the colon it may be doubted whether 
skin rashes and sepsis—sinusitis, otitis media, and 
arthritis—are causally related to the colonic disease. 
However, it is a reasonable proposition. Parotitis is 
unquestionably to be regarded as such. It will usually 
respond promptly to penicillin. Ulcers of the mouth, 
arthritis—usually transient, and venous thrombosis 
have been reported by so many observers in connexion 
with ulcerative colitis that it seems certain that they are 
complications of the disease. Hepatitis is uncommon, 
although occasionally it is evidenced by enlargement of 
the liver, slight jaundice, and a palpable spleen. Very 
rarely amyloid disease arises. 

Finally, complications from deficient nutrition were 
observed in 3 of 23 (13-1%) children in this series in the 
form of infantilism. Generalized osteoporosis with low 
serum calcium may also arise. Others have described 
xerophthalmia, pellagra, polyneuritis, and hypopro- 
thrombinaemia pointing to faulty absorption of various 
vitamins. In this connexion it should be remembered 
that the more chronic forms of ulcerative colitis are those 
most likely to show signs of vitamin deficiency. Further- 
more, this is especially likely to arise if there is associated 
increased motility of the small intestine; this is not 
infrequent. In any case the poor appetite and small food 
intake of so many of these patients may provide a clue 
to avitaminosis. A. H. Douthwaite 


146. Regional Enteritis. (Enteritis regional) 
J. VILAR Bonet. Medicina Clinica [Med. clin.] 6, 379- 
395, June, 1946. 4 figs. 88 refs. 
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Endocrine Disorders 


147, Masked Graves’s Disease. (Maskeret MB. Base- 
dowii) 

K. Larsen. Ugeskrift for Leger (Ugeskr. Leg.] 108, 
885-891, Aug. 8, 1946. 32 refs. 


Masked Graves’s disease is the term applied to cases 
of thyrotoxicosis in which the presenting symptoms are 
not the classical goitre, exophthalmos, tachycardia, and 
nervousness, but suggest rather disease of some other 
system. In a series of 37 such cases, it was found 
that excessive sweating, dyspnoea on _ exertion, 
palpitations, nervousness, loss of weight, and a sense 
of fatigue occur in over half the patients, though 
these may constitute a comparatively small part of the 
patients’ complaints; exophthalmos was not seen at all 
in this series, and there was a pulse rate of over 80 in 
only 35%. A grossly raised basal metabolic rate and 
a detectable enlargement of the thyroid gland were 
present in all. These conclusions are illustrated by 6 
case histories, the initial diagnoses being obesity 
with hypertension, bronchial asthma with emphysema 
and bronchitis, angina following effort, haematemesis 
from peptic ulcer, polyarthritis with loss of weight 
and an abdominal tumour, post-encephalitic state. 
All were resistant to treatment until the underlying 
thyrotoxicosis was treated. G. Discombe 


148. Graves’s Disease in Males. (Mands-Basedow) 
K. Larsen. Ugeskrift for Leger (Ugeskr. Leg.] 108, 
891-895, Aug. 8, 1946. 8 refs. 


Records from the author’s hospital and from 7 
Danish hospitals over the period 1933-44 show an 
increase in the total number of cases of thyrotoxicosis, 
and in th proportion of males among them. In the 
larger group the increase in the proportion of males 
was Statistically significant (P=<0-01). In the author’s 
own material, the figures for total cases, percentage of 
males, and percentage of male cases which were masked 
were as follows: 1933-6: 175, 12:-6%, and 18-2%; 
1937-40: 176, 14:9%, and 27%; 1941-4: 280, 21-1%, 
and 19%. It is calculated that of the increase in male 
cases some three-fifths are masked. The true proportion 
of males among sufferers from thyrotoxicosis is nearer 
1 in 6 than I in 10, the generally accepted figure. 

[In a sample of 174 patients, 81 males and 93 females, 
the mean ages of the sexes did not differ significantly ; the 
females were irregularly distributed between the ages of 
20 and 59 years, while the males showed a preponderance 
of onset in the group 40-49 years. In females “‘ masked ”’ 
cases amounted to 11-8%, in males 32-1%, a highly sig- 
nificant difference (P=<0-001); in 35% of these masked 
cases the initial diagnosis was heart disease. 

Of 137 typical cases of thyrotoxicosis, 94% were 
correctly diagnosed before they entered hospital ; 
but of the 37 masked cases, the correct diagnosis 
was suspected only in 32-5%%. G. Discombe 
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149. X-ray Treatment of Graves’s Disease. (Om 
Rontgen-behandling af Morbus Basedowii) 
A. K. F. Jacopsen. Ugeskrift for Lager (Ugeskr. 
Leg.] 108, 895-897, Aug. 8, 1946. 4 refs. 


In the quinquennium 1935-40, 2 males and 48 females 
suffering from thyrotoxicosis received x-ray therapy. 
Two lateral fields (350 r each) and one anterior (200 r) 
over the thymus were used on two occasions at 
intervals of 1 or 2 months. At follow-up 37 patients 
were available, not including 3 who had been operated 
on after irradiation. The mean period of observation 
was 7:6 years; 81:1% of the patients were capable of 
full work, 18-99% showed little benefit. Improvement 
was in most cases slow, 25% being unable to work 
within a year of treatment. Results were worst in 
patients with high initial basal metabolic rates. The 
results were definitely inferior to those obtained by 
surgery. G. Discombe 


150. Aminothiazol (2921 RP) in the Treatment of 
Graves’s Disease. (L’aminothiazo! (2921 RP) dans le 
traitement de la maladie de Basedow) 

M. PERRAULT. Paris Médical [Paris méd.] 36, 401-410, 
Sept. 14, 1946. 11 refs. 


Use of this antithyroidean ’’ member of the thioura: 
group was proposed in 1944. Results in 129 cases () . 
hyperthyroid) are given, and aminothiazol [formula not 
given] is described as less toxic, better tolerated, and no 


less effective than thiouracil. References are exclusively 
to French literature. 

The actions of these new drugs are stated to be: 
(1) inhibition of thyroid hormone formation, (2) cyto- 
toxic effect on thyroid cells, and (3) stimulation of the 
pituitary by thyroid depression but associated with 
goitre formation. It is emphasized that they do not 
prevent accumulation of iodine in the thyroid gland, and 
that simultaneous iodine administration is dangerous. 
Aminothiazol (‘‘ abadol ”’) is marketed in 0-1 g. tablets 
or cachets. The average daily dose is 0-4 g., with a 
maximum of 0:8 g. and a minimum of 0-2 g. or even less. 
Treatment is ambulatory unless cardiac failure is present, 
and its objects are to restore weight to the calculated 
average for stature, age, sex, and somatotype, reduce 
pulse rate to 64-70 per minute, and B.M.R. to —5%, 
the pulse rate being taken daily and the weight weekly. 
No reliance is placed on serum cholesterol estimations, 
and no mention is made of routine leucocyte counts. 

Nausea occurs in not more than 5% of cases and 
disappears spontaneously. If the drug is given at the 
end of a meal in pellets of bread no nausea is induced. 
In very obstinate cases nicotinic acid 50 mg. may be 
given with 0:1 g. of aminothiazol. Sodium or magnesium 
hyposulphite 0-2 g. three times a day is occasionally 
added. Drug reactions are usually apparent in the 
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first 2 weeks, and temporary cessation of treatment often 

causes their disappearance and allows administration 
to be resumed. “ Drug fever” is seen in 8%, urticarial, 
morbilliform, or scarlatiniform rashes in $% of cases; 
occasional joint pains or neuritis are reported. Only 
one case of agranulocytosis has beén recorded, but it was 
not fatal. Complications were transient in 6°% of cases: 
they necessitated cessation of treatment in 5%, a total 
of 11%. Reddish coloration of urine and serum is 
fairly frequent and renders biochemical estimations 
difficult. 

Therapeutic response appears to resemble that to 
thiouracil, the pulse rate being normal in 14 days, 
emotional, vasomotor, and gastro-intestinal symptoms 
disappearing at the same time. Previous iodine adminis- 
tration delays response, and patients with exophthalmos 
or long-standing goitre are liable to be resistant. For the 
former, irradiation of the pituitary is advised. Over- 
depression of the thyroid may produce pituitary-thyro- 
trophic over-stimulation; to prevent this, thyroid extract, 
thyroxin, oestrogens (in menopausal cases especially), 
or androgens are given with aminothiazol. The indica- 
tions are said to be enlargement of the thyroid with 
persistent toxic signs. When operation is indicated on 
large or long-standing nodular goitres it is preceded by 
aminothiazol alone. If this is given for sufficiently 
long periods no operative difficulties arise. Brief 
administration produces a friable haemorrhagic gland, 
which becomes firmer and non-vascular later. Additional 
effects may be thyroid crises, or damage to the foetus in 
pregnancy; treatment is then best avoided. Of non- 
thyroid cases, a few of several hypertensive patients 
responded. Vasomotor instability, angina pectoris, and 
pulmonary tuberculosis were treated ineffectively. 

[The results in a relatively small number of cases do 
not appear better than with thiouracil. No evidence is 
given to prove that simultaneous iodine administration 
is dangerous, and American and British workers would 
not agree that it is. The suggestion that thyroid 
enlargement with persistent toxicity indicates pituitary 
stimulation produced by thyroid depression is not clear. 
The abstracter has watched 2 cases through pregnancy 
without damage to the infants. If aminothiazol colours 
the serum this is a considerable disadvantage, as serum 
cholesterol estimation is important in some stages of 
treatment.] W. A. Bourne 


151. Influence of Thyroxine on the Blood Proteins. 
(Studio sul ricambio proteico. Influenza degli organi 
endocrini sulle proteine e sullo N.I. del sangue. Nota 
11—Influenza della tiroxina) 

Vv. Giuntt and C. A. ButTaro. Minerva Medica 
[Minerva med., Roma] 37 ii, 186-187, Sept. 1, 1946. 


Changes induced by thyroid activity on blood proteins 
are the subject of considerable difference of opinion 
among investigators, because of the complexity of the 
factors involved, such as endocrine balance, thyro- 
hepatic synergism, and because thyroxine is not the sole 
thyroid hormone. The following experiments were 
carried out in view of this wide variation of results in 
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clinical hyper- and hypo-thyroidism. In 9 normal 
subjects between the ages of 20 and 35 blood was takep 
fasting under basal conditions, and then 4, 1, 2, and 3 
hours after the intramuscular injection of 1 mg. synthetic 
thyroxine. Total proteins, albumin, globulin, fibrinogen, 
and non-protein nitrogen were determined foreach sample, 
and haematocrit values, to exclude changes in blood 
volume. To determine the influence of prolonged 
treatment on the blood constituents a daily injection of 
thyroxine was given for 5 days in a few cases, blood being 
taken fasting 12 hours after administration of the drug, 

The results can be summarized as follows: _ total 
proteins were decreased in all cases after 30 to 60 minutes, 
e.g., from 7-2 to 6-4 g.°%, and returned to normal within 
3 hours; the A/G ratio showed slight variation in either 
direction; fibrinogen levels showed no appreciable 
change; non-protein nitrogen increased after 30 minutes 
from 28 to 34 mg. per 100 ml., returning to the original 
figure within 3 hours; haematocrit values in almost all 
cases tended to increase after 60 minutes, 42 rising 
to 44 mg. per ml. and returning to the previous figure 
by the third hour; prolonged treatment with thyroxine 
produced no appreciable change in the blood proteins. 

E. G. Sita-Lumsden 


152. Myxoedema Circumscriptum Thyrotoxicum 

E. L. Cowen. British Journal of Dermatology and 
Syphilis (Brit. J. Derm.] 58, 173-182, July—-Aug., 1946, 
1 fig., 47 refs. 


Myxoedematous changes occur in the skin in 3 con- 
ditions: (1) hypothyroidism; (2) nodular circumscribed 
myxoedema; and (3) uncommonly, in thyrotoxicosis. 
These are clinically different and have different natural 
histories but are identical histologically. This paper 
deals with the third condition described first by Basedow 
in 1840. 

A gunner, aged 35, had noticed swellings in the skin 
of his legs for 11 months. They had gradually increased 
in size and become bluer. His family had noted 
increasing prominence of his eyes and that he was 
becoming nervous and tremulous; he had attacks of 
palpitation. He was a well-built man with bilateral 
exophthalmos and slight lagging of the upper lids. The 
thyroid gland was not enlarged. There was 10 tachy- 
cardia. A fine tremor of the outstretched fingers was 
present. B.P. was 145/70 mm. Hg. On the fronts of 
both shins were roughly rectangular, poorly demarcated, 
raised, bluish swellings with yellow surrounds. The 
surfaces were irregular and contained poorly defined 
firm swellings. The follicles were prominent and there 
were large, flat, irregular, shiny, translucent papules 
proximally. At the distal end of the left leg was a similar 
lesion postero-laterally. The skin over the right calf 
was rough with large yellow follicles. There was a 
relative lymphocytosis. The blood sugar curve, Kahn 
test, and electrocardiograph were normal. B.M.R.+ 10%. 
Serum cholesterol, 140 mg.%. Histology: epidermis, 
hyperkeratosis extending into the follicles. Corium, 


extensive mucoid degeneration of the connective tissue 
elements; 


slight perivascular round-cell infiltration 
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Mucin oozed from the incision during biopsy. The 
biopsy scar became hypertrophic. 

The patient was given thiouracil 1-2 g. daily for 3 
weeks, 0°6 g. daily for 2 weeks, and 0-4 g. daily for 9 
weeks. The nervousness, tremor, and lymphocytosis 
disappeared. The exophthalmos greatly decreased. He 
put on a stone (6:35 kg.) in weight. The serum cholesterol 
rose to 220 mg.%. The skin returned to normal colour 
and the swellings became softer but the lesions grew 
slightly. The histology was unchanged. 

The condition occurs in 3°% of cases of Graves’s disease 
but the Graves’s disease is often atypical. It is com- 
moner in men. It may improve or first appear after 
thyroidectomy. Cold, trauma, and various endocrine 
dystrophies have been blamed with inadequate evidence. 
Authors have discussed the relationship with scleroderma, 
erythrocyanosis crurum, angioneurotic oedema, troph- 
oedema, and Dercum’s disease. Treatment is unsatis- 
factory: thyroid extract is useless. Spontaneous 
involution sometimes occurs. 

Many names hdve been suggested. One should be 
found which distinguishes it from nodular myxoedema. 
Cases have been described in which the skin of the lower 
half of the abdomen and of the whole of the lower limbs 
was involved; the term “ pretibial ” should not, therefore, 
be used. The name ‘“ myxoedema_ circumscriptum 
thyrotoxicum ” is suggested. E. Lipman Cohen 


153. Observations on the Acidophil Cell Changes in the 
Pituitary in Thyroxine Deficiency States. I. Acidophil 
Degranulation in Relation to Goitrogenic Agents and 
Extrathyroidal Thyroxine Synthesis 

H. D. Purves and W. E. Griespacu. British Journal of 
Experimental Pathology (Brit. J. exp. Path.] 27, 170-179, 
June, 1946. 4 figs., 12 refs. 


Thyroidectomy induces changes in the cells of the 
anterior pituitary of the rat, affecting both types of 


chromaffin cells. There is a marked increase in the size 
and number of the basophil cells, while the acidophil 
cells lose their granules and can be distinguished from 
the chromophobe cells only by their more abundant 
cytoplasm. 

The authors report a series of experiments designed 
to investigate the relation between extreme thyroxine 
de xiency and the loss of the acidophil-cell granules, 
controlling thyroxine production by means of thyroi- 
dectomy alone and in combination with thiourea 
administration. After total thyroidectomy loss of 
acidophil material was evident within 7 days and com- 
plete in 21 days. The daily administration of 0-25 yg. 
of di-thyroxine per 100 g. of body weight for 4 weeks 
after thyroidectomy resulted in the retention of the 
granules in approximately 50% of the acidophil cells; 
0-Sug. kept the cells in normal condition. Approxi- 
mately twice the dose of thyroxine .was required to 
achieve the same result when the injections were delayed 
until degranulation of the acidophil cells was complete. 

The daily injection of 1 mg. of iodine as iodide (0-1 ml. 
of a 1:3°%% solution of potassium iodide) to thyroidecto- 
mized rats exerted a preserving action on the granules 


similar to that of 0-25yg. of d/-thyroxine, or correspond- 
ing to the extra-thyroidal synthesis from the iodide of 
0-12ug. of /-thyroxine (the optically active natural 
product being probably twice as active as the racemized 
form). This extra-thyroidal synthesis of thyroxine in the 
thyroidectomized animal is abolished by the administra- 
tion of thiourea. In the intact animal, on the other hand, 
thiourea administration results in pituitary basophil-cell 
proliferation without any reduction in the acidophil-cell 
granules. The administration of thiourea and iodide 
simultaneously to intact animals results in the production 
of pituitary changes resembling those found after total 
thyroidectomy, indicating a high degree of synergism 
between high iodide concentration and thiourea in 
inhibiting thyroxine synthesis in the thyroid. The 
exhibition of thyroxine has the same protective and 
restorative effect as that seen in thyroidectomize d animals. 
A. Henderson-Begg 


154. The Theory and Practice of Chemotherapy in Hyper- 
thyroidism. (Contribucion a la teoria y a la practica de 
la quimioterapia de la hiperfvz.cidn tiroidea) 

C. pe, NoGAtes, L. F. Tarripa, and A. CASTELLO. 
Medicina Clinica (Med. clin.] 6, 420-426, June, 1946. 
29 refs. 


155. Investigations on Gonadotrophic Neurosecretion. 
(Untersuchungen zur Frage der gonadotropen Neuro- 
sekretion) 

K. RicuTeR and S. ScHiLer. Wiener Medizinische 
Wochenschrift [Wien. med. Wschr.] 96, 284-286, Aug. 1, 
1946. 3 figs., 10 refs. 


The authors have re-investigated the question whether 
the tuber cinereum and uncus cells have any true gona- 
dotrophic secretion. They implanted from 15 to 266 mg. 
of anterior hypophyseai substance, “* diencephalic tissue ”” 
and uncus substance taken from electrically killed dogs, 
guinea-pigs, rats, and pigs into infantile white rats of an 
average weight of 35 g. The experimental animals were 
killed 4 days after implantation, and their ovaries and 
uteri weighed after careful preparation, immersion in 
96% alcohol for 24 hours, and drying between filter 
paper. The weights of the uteri and ovaries after 
implantation of ‘‘ diencephalic tissue ’’ and uncus sub- 
stance did not differ from normal values (5-10 mg.). 
Implantation of anterior hypophyseal substance, how- 
ever, increased the weights (particularly of the uteri) 
in proportion to the quantity implanted. From the 
histogram given, the maximal weight is approximately 
28 mg. for the uterus and 31 mg. for the ovaries on 
implantation of 266 mg. of hypophysis. Histological 
examination of the ovaries showed numerous ripe 
follicles after hypophyseal implantation, and infantile 
ovarian structure in the others. The authors reject the 
theory of gonadotrophic neurosecretory function of the 
tuber cinereum and uncus. 

[No detailed experimental data are given.] 

M. B. Klein 


nal 
ken 
d 3 
Stic 
en, 
dle, 
od 
zed 

of 
ing 
ug, 
tal 
es, 
ler 
ble 
tes 
1a] 
all 
ng 
Ire 
ne 
| 
nd 
6. 
n- 
od 
iS. 
al 
er 
W 
1S 
of 
al 
le 
y~ 
of 
1, 
d 
r 
f 
a 
n 
i 


156. Dermatology in B.L.A. 


‘F. F. 


Syphilis (Brit. J. Derm.] 58, 183-192, July-Aug., 1946. 
1 fig. 


The B.L.A. was the first British army to proceed over- 


seas with a complete dermatological service. If skin 
patients were held far forward most of them were fit to 
return to their units in 10 days. The pediculosis rate 
remained at about 1 per 1,000 per month; this was 
largely due to the men’s shirts being impregnated with 
D.D.T. at the army laundries. The scabies rate was 
1 per 1,000 per month at first but quadrupled when con- 
tact with the civilian population increased. The curve 
of scabies rose synchronously with the V.D. curve, but 
scabies was not necessarily acquired venereally. 


Incidence of Skin Conditions in B.L.A. 


Infections July-Sept. Oct.—Dec. Jan.—Mar. 

Impetigo .. 461 600 767 
Boils 101 187 181 
Ecthyma .. ere 70 104 109 
Sycosis 51 88 91 
Mosquito bites 86 0 0 
Scabies 69 175 392 
Tinea 97 36 72 
Herpes zoster 19 6 22 
Warts es = a 14 57 124 
Other infections .. 8 31 36 
Total 990 1,301 1,811 


Skin reactions 


Seborrhoeic dermatitis } 597 183 433 
Eczema and dermatitis ee 812 1,393 
Pompholyx .. 61 68 51 
Psoriasis .. eh 35 64 88 
Urticaria .. 25 26 45 
Hyperidrosis 49 7 4 
Acne ty 13 33 40 
Dermatitis herpetiformis . wii 10 9 11 
Ichthyosis .. 15 4 3 
Dermatitis artifacta 5 1 1 
Others ns ea ane 58 84 173 

Total 868 1,291 2,242 

Grand total 1,858 2,592 4,053 


These figures refer only to cases edmitted to hospitals where there 
were dermatologists. 


Mosquito bites, resembling severe erythema multiforme 
of the back of the hands and knees, were prevalent in the 
Troarn area east of Caen. The lesions were usually 
bullous and often severely infected. An unidentified 
parasite known as béte d’aoiit caused minor epidemics in 
strictly localized areas. There were 2 rashes from 
clothing. One was varicelliform and occurred chiefly 
on the back. Sometimes it followed the wearing of a 
new woollen vest, but patch tests were usually negative. 
It cleared rapidly in hospital but was liable to recur. The 
other was a shirt dermatitis, which did not appear till 
after 3 months’ contact. The lesions started over the 
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great trochanters or on the forearms, and spread to the 
top of the intergluteal fold, the axillary folds, the belt 
area, and the flanks. It started with sheets of very fine, 
slightly scaly papules or resembled pityriasis rosea. [p 
severe cases the trunk was covered with exfoliative 
erythroderma. Purpura appeared where the rash was 
confluent and then spread to the legs, the dorsum of the 
feet, and the sides of the ankles. There was increased 
capillary fragility. Patch tests with the shirts were 
negative, and with D.D.T. were positive in only 5 out of 
80 cases. The diet was not deficient in vitamin C. In 
patients with extreme malnutrition the only dermato- 
logical abnormalities were dry skin, follicular hyper. 
keratosis over the buttocks, knees, and elbows, and 
tongues with glazed edges. 

The author states that after treating seventy children 
contaminated with mustard gas he became convinced 
that the right person to treat such casualties is the 
dermatologist. He believes that soldiers are prone to 
skin infections because of poor washing facilities, the 
fact that army clothes cannot be removed at night, 
communal life, and psychological factors. Better wash- 
ing facilities and the provision of pyjamas are recom- 
mended. 

Penicillin was very useful in impetigo and ecthyma. 
It was used as a spray—200-—500 units per ml.—and later 
penicillin emulsion. With the spray, in 150 cases of 
impetigo there were 7°% failures and the rest were cured 
in an average of 8-4 days; of 45 cases of ecthyma 43 
were cured in an average of 15-4 days. 

The most useful of the captured German drugs were an 
elegant 20° formalin emulsion for hyperidrosis of the 
feet and an ointment containing 1% cinnabar and 25% 
sulphur for seborrhoeic dermatitis of the scalp. 

E. Lipman Cohen 


157. The Effects of Estrogens on the Senile Skin 
M.A. GOLDZIEHER. Journal of Gerontology (J. Gerontol] 
1, 196-201, April, 1946. 8 figs., 4 refs. 


Topical application of oestrogens has been known to 
prevent genital atrophy and to restore the normal state 
of the mucous membranes of the external genitalia. 
In view of this, experiments have been carried on to 
dete: mine the effect of oestrogens in an ointment base 
in restoring normality to the senile skin. “he experi- 
ments were carried out on five elderly patients, using 
oestradiol and diethyl-stilboestrol, and with three 
additional patients as controls. Biopsies from non- 
treated areas showed the structure expected in senile 
skin. However, after topical application of oestrogen- 
containing ointment the regeneration of the surface 
epithelium was pronounced. The number of cell layers 
was increased and the wavy configuration of the epidermis 
was restored. The water content of the oestrogen-treated 
skin appeared greater and the elastic fibrils vere more 
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numerous. Biopsies from the skin of the control group 
showed no appreciable changes. This topical applica- 
tion affects the skin to a much greater degree than oral 
or parenteral application because the oestrogen is not 
lost through body excretion, is not inactivated by the 
liver, and is not used preferentially by the genital tissues. 
It appears likely that oestrogens may be used for the 
correction of pathological changes in the skin other than 
those directly caused by oestrogen deficiency.—[Editorial 
abstract.] 


158. Tropical Ulcer in Guatemala: Pathologic, 
Bacteriologic, Mycologic, and Clinical Aspects 
A.GoLpeNand E. PADILLA. Archives of Pathology [Arch. 
Path.] 41, 612-630, June, 1946. 3 figs., 9 refs. 


Twenty-four cases of ulcer from the lowlands of 
Guatemala are discussed. Occupation, race, and sick- 
ling of the red cells were not predisposing causes. Diet 
though not optimal is said to have been sufficient. The 
ulcers invariably involved the lower half of the leg. 
Diphtheritic membranes were not seen, and the thick 
yellowish pus characteristic of ulcers in other tropical 
countries was absent. Staphylococci, streptococci, 
proteus, and, in one instance, a virulent diphtheria 
organism were isolated. Fungi, not of aetiological 
significance, were isolated from 6 of 9 cases. In biopsies 
the most characteristic changes were intense thickening 
of the blood vessels: arteries exhibited muscular hyper- 
plasia of the media with fibrosis of the adventitia: some- 
times the whole lumen was obliterated. These changes 
were noted as early as 10 days after the beginning of the 
ulcer and were most advanced away from regions of 
intense inflammation. There was no evidence of end- 
arteritis or endophlebitis. Spirochaetes and fusiform 
bacilli were not found in these ulcers, which differ greatly 
from the phagaedenic ulcers seen in other parts of the 
tropics. G. M. Findlay 


159. Recurrent Genito-oral Aphthosis and Uveitis with 
Hypopyon (Behcet’s Syndrome). Report of Two Cases 
H. O. Curtu. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 54, 179-196, Aug., 1946. 
4 figs., 72 refs. 


In 1937 Behcet described a syndrome, the ‘triple 
symptom-complex ”’, consisting of recurrent ulceration 
of the oral mucosa and genitals, and repeated attacks of 
uveitis associated with hypopyon, and perhaps blindness 
as a result. For many years recurrent aphthous ulcers 
of the mouth have perplexed dermatologists, and 
gynaecologists have sought in vain to explain repeated 
ulceration of the genitalia. The combination of the 
three types of lesions forms a striking picture, well 
calculated to stimulate investigators to elucidate the cause 
and find a cure—so far, however, without success. The 
first American case of this rare syndrome is described, 
and also a second one, a young woman who had typical 
lesions in the mouth and on the genitals but-no eye 
trouble. The three sets of signs do not necessarily occur 
together. Years may go by before the picture is com- 


plete. The first case was that of a young man who had 
had recurrent sores on the genitals, the gums, and the 
lips, and who had developed uveitis with hypopyon. . 
One eye had to be enucleated, and the other became 
blind. He also had multiple abscesses of the axillae, a 
septic big toe, a chronic sinusitis, and mild acne vulgaris. 
The woman was aged 21 and had had recurrent ulcers 
in the mouth from childhood, and of the vulva since the 
age of 13. The vulval lesions had been destructive and 
a plastic operation was needed. Scars were also found 
inthe mouth. She was free from any skin infection. Ex- 
haustive investigations were carried out, but no evidence 
was obtained of any bacterial or virus cause. Apart 
from the lesions, the patients were apparently perfectly 
healthy. Perhaps the most interesting observation 
(which is reported in other cases, too) is a definite non- 
specific hypersensitivity of the skin, thought by Urbach 
to be based on pathergy. It is not an antigen-antibody 
reaction. In Jensen’s case, for example, even the prick 
of a sterile needle would result in a pustule and even in 
necrosis. Controls to tests might be followed by 
inflammation indistinguishable from the positive reaction. 
Treatment was not successful although it included 
penicillin, sulphonamides, and liver. While the woman 
was receiving penicillin she had her worst crop of lesions 
in the mouth. The man responded better although 
during the injections he developed a large boil. Jennerian 
vaccination (in the woman) apparently made the genital 
lesions decidedly worse. The cause and cure of this, 
fortunately rare, disease remain to be found. [A month 
before this article was published a paper on the same 
subject was published by I. Katzenellenbogen (Brit. J. 
Derm., 1946, 58, 161), in which he remarks on the 
peculiar skin sensitivity.] Geoffrey Duckworth 


160. The Treatment of Urticaria with Vitamin K. 
(Uber die Behandlung von urtikariellen Krankheiten mit 
K-Vitamin) 

P. KALLos. Gastroenterologia [Gastroenterologia, Basel] 
71, 171-174, 1946. 5 refs. 


The treatment of patients suffering from recurrent 
attacks of urticaria or angioneurotic oedema is often 
unsuccessful unless some specific allergen can be identi- 
fied and desensitization carried out. The author has 
treated 12 such cases with vitamin K, and the results 
have been encouraging. All these patients had previously 
had non-specific treatment for their allergic conditions 
and had obtained no benefit from such treatment. It is 
known that vitamin K reduces capillary permeability 
and that the estimation of prothrombin time gives an 
indication as to whether or not vitamin K defiviency 
exists. The normal prothrombin time was taken as 
30 seconds, and in 9 out of the author’s 12 cases the 
prothrombin time was increased—from 44 to 62 seconds. 
All the patients were treated with 10 mg. of synthetic 
vitamin K twice daily for 6 weeks and in some cases 
further courses of treatment were given. In all the cases 
where the prothrombin time was increased a normal 
figure was obtained after treatment. As regards the 
urticaria, 8 out of the 12 patients became symptom-free 
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after treatment, but the number of cases and the length 
of time over which observation was carried out do not 
justify far-reaching conclusions. J. W. P. Thompson 


161. Evaluation of Anthallan Treatment of Neuro- 
dermatitis Disseminata and Urticaria 

L. SCHWARZSCHILD. New York State Journal of Medi- 
cine [N.Y. St. J. Med.] 46, 1563-1566, July 15, 1946. 
1 ref. . 


Painstaking searches for responsible allergens are 
rarely successful in neurodermatitis disseminata or in 
urticaria. Anthallan is a synthetic substance which has 
been used empirically in treating these conditions. It 
is 3’-di(n-butyl) aminomethyl 1-4,5,6-trihydroxybenzo- 
(1,2-c) furan-1’(3’)-one. The average lethal dose is over 
3 g. per kilo in mice and over 1 g. per kilo in cats, guinea- 
pigs, and rabbits. Eighty-four patients—35 with neuro- 
dermatitis disseminata, 41 with urticaria, and 8 with 
papular urticaria—were treated. They were carefully 
selected according to the following criteria: (1) absence 
of evident emotional disturbance; (2) length of clinical 
manifestations; and (3) lack of response to previous 
treatment. The measures tried before anthallan therapy 
was started were: (a) a period of observation; (5) in- 
different local treatment without coal tar; (c) active 
local treatment with coal tar; (d) systemic treatment 
with calcium, torantil, potassium chloride, and hapa- 
mine; (e) placebos. If no improvement resulted 
treatment with anthallan was started, (5) or (c) being 
continued and (d) discontinued. Changes in symptoms 
were measured by a complicated system of “ ratings ” 
and the result expressed as percentage change. 

The anthallan was given by the mouth in capsules, 
each containing 0-085 g. For the first week of treatment 
2 capsules were given 3 times daily after food. If no 
improvement was noticeable the dose was increased to 
2 capsules 4 or 5 times a day. If only slight improve- 
ment was noticed after a further week the dose was 
changed to 2 capsules 6 times daily or 3 capsules 5 times 
daily. When marked improvement occurred the dose 
was reduced to 6 or 8 capsules a day. The average 
duration of treatment was 4 weeks and ranged from 7 to 
70 days. Children received the same dose as adults. 
One patient had diarrhoea twice during the treatment: 
it ceased as soon as the drug was discontinued. There 
were no other signs of toxicity. Blood cvunts, blood 
chemistry, urine, and electrocardiogram all remained 
normal. 

The results of treatment were encouraging. Of the 
patients with neurodermatitis disseminata, 28°, were 
cleared completely, 82-9% improved more than 50°, and 
8-6°%% improved less than 33%. Of those with urticaria, 
12-2°, were cleared, 82:99 improved more than 50%, 
and 9°8°% improved less than 33°. Of those with 
papular uticaria none cleared completely and none im- 
proved less than 33%, but 50° of them improved 50°%. 
Relapses occurred in 28-6°% of the patients, but in all 
of these who had a second course of anthallan the skin 
cleared again. E. Lipman Cohen 
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162. Recessive Epidermolysis Bullosa 
R. D. Roacu. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 55, 122-125, Aug., 1946. 3 figs., 
9 refs. 


The author reviews the genealogy, the clinical picture, 
and the prognosis of epidermolysis bullosa. The basic 
feature of the disease seems to be an abnormal vulner- 
ability of the skin to trauma with the tendency to destruc. 
tive changes. Deficiency of elastic tissue in some cases, 
and an hereditary defect in the cutaneous blood vessels 
with consecutive oedema of the cutaneous cells, and 
bullae formation in the skin and mucous membranes, 
possibly due to some metabolic error, are regarded as the 
genetic cause. 

Two clinical types of different hereditary transmission 
are known: the simplex type which is dominant, and the 
dystrophic type which has a dominant and a recessive 
form. The simplex type has a good prognosis. The 
bullae are superficial and heal without much scarring. 
The dystrophic forms present severer clinical pictures 
and a particularly bad prognosis in the recessive form. 
Here, the mortality in infancy and early childhood is 
high. The surviving cases are stunted in growth, due to 
malnutrition as a consequence of mucosal lesions in the 
upper intestinal tract. Multiple malformations of bones 
and epidermal tissues are linked with deformities 
brought about by scarification. Nails and teeth are 
also affected. Mental defectiveness is sometimes 
associated. 

A case of this type is presented in a 15-year-old girl. 
Her general development was retarded, the weight being 
48 lb. (21-7 kg.) and the height 4 ft. 44 in. (133-27 cm.). 
The bullous manifestations on skin and mucous mem- 
branes had appeared shortly after birth; they 
recurred continuously, leading to marked scarring and to 
web formation between the fingers and toes and to 
multiple scars in the mouth. The teeth and the gums 
were dystrophic, the nails absent. Mentally the girl was 
normal, but her sexual development was delayed. One 
photograph of the patient and x-ray films of fingers and 
toes show the classical changes. 

A schema of the genealogical history of the patient’s 
family is reproduced, tracing back 6 generations. Inter- 
marriage often occurred between 3 families involved. 
The disease appeared in the last 2 generations. Eleven 
children out of 37 sibs in 3 families were affected, though 
their parents were normal. Ten of the affected children 
died in early infancy, the patient in the presented case 
being the only survivor. The ratio of affecied to 
unaffected children was 1 : 2-4, and of affected boys to 
affected girls 1 : 1-75. 

The author concludes, referring to the method of 
inheritance originally outlined by E. A. Cockayne 
(Inherited Abnormalities of the Skin, London, 1933,, 
that ‘the cases described fall in the group of reces- 
sive epidermolysis bullosa which is usually inherited 
as an incompletely sex-linked recessive hereditary 
quality.” 

M. Dynski-Klein 
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Venereal Diseases 


163. Inquiry into the Social Background of Convicted 
Women at Holloway Prison Infected with Venereal 


K. Epxins. British Journal of Dermatology and Syphilis 


1 ref. 


[Brit. J. Derm.] 58, 228-235, Sept.—Oct., 1946. 


All convicted women treated for venereal diseases in 
Holloway Prison over a 4-month period were interviewed 
by a research psychiatric social worker. The results 
were checked against data obtained from the medical 
and police reports, probation officers, relatives where 
possible, and the medical officers of venereal disease 
clinics. 

Thirty-five women under . age of 25 out of a total 
population of 600 were studied; 15 had gonorrhoea 
alone, 14 syphilis alone, 2 had both diseases, and 4 were 
doubtful. Twenty-four were serving short sentences 
under 3 months. The offences included larceny, stealing, 
or unlawful possession (19) and essentially sexual 
offences, such as wandering, loitering, keeping a brothel 
(15). One of the latter group was in prison for failure 
to comply with the direction of the medical officer of 
health under Regulation 33B. It is pointed out that 
there is no clear-cut line between sexual and non-sexual 
offences, as many of the latter, on investigation, were 
shown to have been performed in order to further a 
sexual relationship. In 11 cases sexual dereliction occur- 
red at or before the age of 16; one girl had incestuous 
intercourse before puberty, another an illegitimate child 
at 15. In 14 instances the first sexual intercourse had 
been with a casual acquaintance. Nineteen of the women 
had a “* broken home ”’, but as often as not they had left 
an over-strict home as an unsatisfactory one. Three had 
been charged with stealing or receiving before leaving 
school, while 4 others had been brought before a 
juvenile court. 

In 24 women the venereal infection was discovered 
only after they had been charged with an offence, and 
in 3 others only after a routine examination under 
Regulation 33B. Thus, 27 out of 35 were unaware, 
or refused to admit, infection until required to submit 
themselves to examination. Reliable evidence as to the 
source of the disease was not therefore forthcoming. 
Some were distressed about their condition, but others 
regarded treatment as part of the prison routine and were 
considered as unlikely to continue with it afterwards. 
Some had no intention of refraining from sexual inter- 
course on discharge. Several stated that they would 
rather serve a prison sentence of 3 to 6 months than be on 
probation for 2 years, as the former meant freedom of 
action and freedom to be immoral if necessary. 

It is concluded that in most cases the initial dereliction 
was an independent action of the girl in running away 
from undesirable home surroundings or over-strict 
parents. Only in 1 case did the parents actively encourage 
immorality. Previous knowledge of venereal disease 


matters had apparently been inadequate. Regular 
treatment was given in prison, and when further treat- 
ment was considered necessary on discharge the women 
were encouraged to seek it. There is unfortunately 
no mechanism available to ensure that this is done and 
many, therefore, do not trouble, but immediately risk 
re-infection or relapse. The wise guidance of an 
experienced social worker in the period immediately 
follow’. _‘scharge is suggested, though it is pointed out 
that cor.’.:-ace between the patient and social worker 
would probably have to be established during the weeks 
before leaving the prison. It would be desirable also to 
link this with psychiatric supervision for those showing 
psychological abnormalities likely to benefit from 
treatment. R. R. Willcox 


164. Venereal Diseases found in Selective Service 
Registrants 

C. H. Greve. American Journal of Public Health [Amer. 
J. publ. Hith| 36, 751-758, July, 1946. 9 refs. 


It is estimated that of 15,000,000 persons registering 
for service in the armed forces since Nov., 1940, 5°, 
suffered from some form of venereal disease: for white — 
persons the figure is 2%, and for negroes 22%. At first 
all those suffering from venereal disease were rejected; 
later, syphilitics who had received “ adequate ”’ treat- 
ment were accepted; later still (autumn 1942), those with 
uncomplicated gonorrhoea (up to 2%) and syphilis were 
accepted, but those with cardiovascular, cerebrospinal, 
or visceral syphilis were rejected. 

On Jan. 1, 1945, of 4,493,000 persons registered, aged 
18 to 37, 271,000 (6-0%) were rejected on account of 
syphilis and 18,400 (0-4%) on account of gonorrhoea, 
chancroid, granuloma inguinale, and active lympho- 
granuloma venereum. These figures do net include 
those rejected for V.D. but later accepted [nor do they 
represent the incidence of V.D. in the persons registering]. 
During the period Nov., 1940, to Aug., 1941, approxi- 
mately 3,000,000 men aged 21 to 35 had their bloods tested 
for syphilis; 4-61°% gave positive or doubtful results, the 
figures being 1-86°, for white persons and 24-52% for 
negroes. The prevalence of syphilis increased with 
advancing age, being 3-1% for.the ages 21 to 25 years 
and 8-35% for ages 31 to 35 years. 

The rejection rate for syphilis fell from 2-4% in peace 
time to 0-4% in 1944, and that for gonorrhoea and other 
venereal diseases from 0-7% to 0-03%; this decrease was 
mainly due to changes in standards of acceptance. 
From April, 1942, to Dec., 1943, the percentage of white 
men rejected on account of positive serum tests fell 
from 71-9 to 7:2, while that for neurosyphilis rose from 
5-6 to 77:5, and for cardiovascular syphilis from 0-6 to 
4-0; similar figures are recorded for negroes. 
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[It is stated that routine blood testing was a valuable 
aid in supplying “ accurate data of the prevalence of 
syphilis’; even though all positive and doubtful tests 
had to be confirmed by a second test there must have 
been a considerable number of false positives.] 

T. E. Osmond 


165. Abacterial Pyuria Presenting as “ Urethritis ” 
A.B. Fiecpsenp. British Medical Journal (Brit. med. J.} 
2, 493-494, Oct. 5, 1946. 4 refs. 


The case histories of 3 patients with “ non-specific 
urethritis”’ are detailed. Gonococcal infection was 
excluded in each case by negative pathological findings in 
tests on urethral secretions, urine, and blood. No effect 
was obtained by prolonged treatment with the methods 
usually employed in such cases—sulphonamides, irriga- 
tion, and T.A.B. vaccine pyretotherapy—but all “ re- 
sponded dramatically ’’ to intravenous neoarsphenamine. 
An injection of 0-3 g. neoarsphenamine was given on the 
first, third, fifth, and twelfth treatment days. There were 
no recurrences after a month’s follow-up. 

The author, without any pathological evidence in 
support, suggests Trichomonas vaginalis infection as a 
possible cause in these cases, arguing that as stovarsol 
(acetarsol) is used in the treatment of this condition in 
the female, it is not unreasonable to assume that an 
intravenous arsenical may reach and destroy 7. vaginalis 
in the male bladder mucosa. [An unsound argument. 
- Neoarsphenamine has been described as producing cure 
or improvement in a great variety of unrelated conditions, 
such as psoriasis, lichen planus, alopecia areata, and 
Vincent’s angina. The use of an antisyphilis remedy in 
cases where patients have been exposed to venereal 
infection, even in the absence of clinical and pathological 
evidence of syphilis, is not good practice.] 

James Marshall 


166. Treatment of Venereal Warts with Podophyllin. 
(Le traitement des papillomes vénériens par la résine de 
podophyllin) 

P. J. Micuer. Journal de Médecine de Lyon [J. Méd. 
Lyon) 27, 567-570, Aug. 5, 1946. 


Podophyllin has been known for many years as a laxa- 


tive and a cholagogue. It is a resin of plant origin and is 
allied to the vegetable laxatives rhubarb, senna, and aloes, 
and also to chrysarobin. Only very recently has it been 
employed externally, and reports by Culp et al. in 1944 
(J. Urol., 51, 675), MacGregor in 1945 (Brit. med. J., 1, 
593), and in France by Touraine have led to its use in the 
treatment of venereal warts. The author states that 
venereal warts are sometimes small in number and tend 
to develop in folds and furrows in the genital regions, 
sometimes spreading so rapidly as to cover the whole geni- 
tal area. When treated by cauterization and other 
methods they tend frequently to recur. Treatment with 


podophyllin he regards as a medical advance, safe, simple 
and suitable for the general practitioner. 

A 25% emulsion of podophyllin in a mineral oil (vase- 
line or paraffin) is used. The warts are first cleaned and 
the podophyllin applied with a cotton-wool swab. Caie 
is exercised with the amount used in the first instance 
until the individual susceptibility of the patient is known, 
and none is applied to the healthy tissue around the 
lesions. To prevent spread to such healthy areas the 
treated warts are then covered with a small piece of 
gauze. This precaution is particularly important in 
females and uncircumcized males. The warts are left 
untouched for 6 hours, after which time the podophyllin 
is removed by washing with soapy water and the area 
powdered with talc or zinc oxide powder. 

Most patients have a fairly well-marked erythema 
within 24 hours and there is a superficial desquamation 

‘ within 3 days, which also removes the warts. At the end 
of the week there is as a rule no sign of either the warts or 
the reaction. The treatment is painless and no undue 
reactions are noted unless the washing is neglected. A 
second application is sometimes necessary and relapses 
occur, which may be treated by the same methods. 
This treatment is suitable only for soft warts, as hard 
horny warts do not respond. The author had less 
success with MacGregor’s 50/50 water and podophyllin 
mixture, and states that success has varied with different 
oily emulsions. This he attributes to the fact that much 
of the podophyllin used is 10 or more years old. : 

In noting resemblances between this substance and 
chrysarobin, a 10% podophyllin ointment was employed 
on a case of psoriasis simultaneously with chrysarobin 
applied to other lesions. The effects produced by both 
substances were strictly comparable, and the author 
speculates on the value of podophyllin in the treatment 
not only of psoriasis but of epidermophytosis and other 
dermatological conditions in which chrysarobin is used. 
The present scarcity of both drugs in France is regretted. 

R. R. Willcox 


167. Etiologic Considerations of Keratosis Blennor- 
rhagica. Report of a Case in Which Penicillin was Used 
E. Lapany and J. D. HuGuHEs. Archives of Dermatology 
and Syphilology {Arch. Derm. Syph., Chicago] 54, 150- 
178, Aug., 1946. 3 figs., 160 refs. 


Keratosis blennorrhagica is the cutaneous manifesta- 
tion of a grave systemic disease preceded days, weeks, or 
months by a urethritis which in a majority of cases is 
proved to be gonococcal and is frequently associated with 
prostatitis. It is accompanied by pain and swelling of 
one or more joints and often by benign bilateral sterile 
conjunctivitis. This condition was first reported by 
Vidal in 1892 and has been discussed thoroughly by the 
many authors who are among the 160 international 
references quoted in this comprehensive survey. Buschke 
and Langer (Lehrbuch der Gonorrhée, 1927, Berlin) 
described a total of 57 cases, a further 108 having been 
collected from the literature since that date. The 34 
reported cases of keratosis associated with non-gonococcal 
urethritis, or Reiter’s disease, are not included. The 
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incidence of keratosis has been variously computed as 
one among 800-7,500 cases of gonorrhoea. It arises 
predominantly in the fourth decade of life and nearly 
always affects males; only 10 cases in females are reported, 
oft which 3 were in children 5 to 7 years of age, suffering 
from gonococcal vulvovaginitis. Predilection for the 
male sex is noted in cases of keratosis with urethritis in. 
which gonococcal origin was not proved. Several non- 
gonococcal cases had symptoms suggestive of a long- 
standing gonococcal focus, while others followed urethral 
manipulation in patients with a history of gonorrhoea. 
The onset of the exanthema is sudden, associated with 
fever and has a predilection for the soles of the feet, 
palms of the hands, ankles, and.areas around joints and 
genitals; lesions have rarely been reported on the trunk, 
scalp, and mucous membranes. Some cases are strictly 
localized to the penis—so-called balanitis circinata sicca. 
The typical lesion is a hard vesicle, pinhead-sized to 
lentil-sized, surrounded by an erythematous halo which 
soon becomes a pustule with a dry cheesy content. 
After the pustule breaks it forms a dirty-brown hard 
crust with an indurated corneous collar. Interspread 
between the lesions are occasional papules, haemor- 


rhagic bullae, and erythematous plaques. In the later | 


stages the lesions coalesce and form areas resembling a 
relief map. The rarer oral lesions on the cheeks, tongue, 
and especially the palate are discrete flat lentil-sized 
papules with greyish keratotic borders on erythematous 
bases: they follow closely the onset of arthritis and 
disappear in a week or 10 days. Erythemata, urticarias, 
and lesions resembling erythema multiforme and 
erythema nodosum are found simultaneously in many 
cases. Iritis, retinitis, nephritis, hepatitis, anaemia, 
adenopathy, tenosynovitis, and endocarditis are rare. 
Wasting, cachexia, melancholia, and a swinging pyrexia 
may occur. Patients usually recover within a few months, 
and only in a few cases do the affected joints show anky- 
losis. The cutaneous lesions heal without scarring, but 
relapses are not infrequent and about 10% of patients die 
from intercurrent disease or cachexia. 

The histological picture consists of an exudatory 
inflammatory process in the prickle-cell layer of the 
epithelium and in the corium. Vesicles form in the rete 
and there is intracellular and intercellular oedema. The 
vesicle fills with polymorphonuclear leucocytes and 
breaks open, forming a hard thick parakeratotic crust; 
perivascular infiltration with leucocytes is seen in the 
papillary and subpapillary layers of the corium. 

The gonococcal origin of this disorder has been 
doubted, denied, and confirmed. Recently renewed 
interest in Reiter’s disease has reopened discussion. 
Non-gonococcal causes suggested are syphilis, a reflex 
following intra-urethral manipulations, secondary organ- 
isms and their toxins, arsenic, bromine, lead, association 
with arthropathic psoriasis, and Reiter’s disease: also 
incriminated have been septic foci, tuberculosis, and a 
keratotic diathesis associated with bacterial, toxic, con- 
genital, familial, endocrine, metabolic, or vitamin- 
deficiency factors. Gonococci might act as local 
causes either directly, by embolic action, or by toxin 
liberation. Bacteriaemia, toxaemia from .gonococcal 
lymph-node lesions, coccal or toxic action on the spinal 


cord, or allergy to cocci or toxins might be involved or 
be associated with predisposition to secondary infection 
or to a keratotic diathesis. Aggravating factors might 
be immobilization, excessive perspiration, lack of per- 
sonal hygiene, constricting bandages, other dermatoses, 
vaccines or irradiation. 

The fact that in the cases reported in the literature the 
gonococcal origin was accepted in 166 and doubted only 
in 34 is regarded as strongly in favour of a specific 
origin. The differences in both clinical and histological 
characteristics differentiate it from arthropathic psoriasis. 
Reiter’s disease, however, has shown 13 instances of 
keratosis in 47 reported cases, and undoubtedly a few 
cases are not explained by latent gonorrhoea or arthro- 
pathic psoriasis. In 17 instances gonococci were found 
in the cutaneous lesions, while there were 13 gonococcus- 
positive findings in the skin of 80 patients with non- 
keratotic gonorrhoeal dermatoses. Blood cultures 
showed gonococci in only 5 of the keratotic and in 18 
of the non-keratotic cases. Gonococci, too, were rarely 
found in the synovial fluid: when present, the synovial 
fluid is shown to have a lower bactericidal power than 
both the blood and the normal synovial fluid. In only 
one instance were gonococci demonstrated in the eye, 
and that in a biopsy specimen. 

Fresh keratotic lesions have been produced by inocula- 
ting the intact skin with scrapings of old lesions or 
with gonococcal pus. Inoculation of gonococcal vaccine 
has produced fresh showers of cutaneous manifestations ; 
new lesions have appeared, either remotely or at the site 
of the injection, and old lesions have flared up. The 
symmetry of the lesions, the sterile conjunctivitis, the 
response to elimination of the primary focus, the rarity 
with which gonococci are found in the skin, and the 
uselessness of topical applications have suggested an 
allergic element. 

The authors incline to the view that gonococci form 
chronic abscesses in the male genito-urinary tract, which 
Over years produce an allergic state to either gonococci 
or their toxins, or emboli become caught in the capillaries. 
The gonococci rapidly disintegrate, hence the rarity of 
finding them in the peripheral blood. A gonococcal 
septicaemia, when it does occur, is nearly always fatal. 

Local treatment is of little value unless general measures 
are employed, though “ elastoplast”’ is helpful. The 
following treatments have been reported as beneficial: 
vaccines, sulphonamides, 1% ‘‘merbromin”’ intra- 
venously, massive doses of vitamin A, and hyperpyrexia 
by typhoid vaccine or by hypertherm. 

One case is reported of a soldier developing arthritis 
of the great toe 13 days after being treated with 100,000 
units of penicillin for acute gonococcal urethritis. In 
spite of a further 200,000 units of penicillin and sulpha- 
diazine orally, a swinging temperature and a bilateral 
catarrhal conjunctivitis appeared. Penicillin was re- 
sumed and a total of 5,000,000 units was given over 23 
days, during which time 4 other joints became swollen 
and painful, and an erythematous and purpuric ex- 
anthema and severe generalized keratosis blennorrhagica 
developed. The maximum sedimentation rate was 
46 mm. in 1 hour; the patient lost 30 Ib. (13-6 kg.) in 
weight, but nearly 4 months later he was greatly improved. 


| 
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No gonococci were found in the urethra, skin, blood, or 
synovial fluid. 
[In this country the spotlight has again turned on to 


Reiter’s disease, and it may well be that fresh light will - 


be shed on the relationship of gonorrhoea, Reiter’s 
disease, and keratosis blennorrhagica. _ Not all cases of 
keratosis blennorrhagica can be proved to be gonococcal. 
In military personnel hyperthermy has so far proved 
without a doubt to be the best available treatment and 
many failures have occurred with penicillin. It is 
regretted that in the voluminous literature covered in 
this extensive review no mention is made of the 20 cases 
described by Harkness (Brit. J. Vener. Dis., 1945, 21, 93).] 
R. R. Willcox 
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168. Penicillin Treatment of Syphilis 
R. R. Wittcox. Nature (Nature, Lond.] 158, 242-243, 
Aug. 17, 1946. 


This article contains the results reported by various in- 
vestigators of syphilis treatment with penicillin according 
to a number of different schedules. Up to Aug., 1945, 
10,400 patients had been treated and observed, the 
amounts of penicillin varying from 0-06 to 2-4 million 
units over 3} to 15 days, in some cases combined with other 
forms of treatment. Ingraham treated 79 pregnant 
women suffering from early symptomatic syphilis and 
35 from latent syphilis; there were 3 abortions and 1 case 
of congenital disease, a success rate of 97%. Platou 
treated 191 congenital syphilitic patients of an average 
age of 54 months, and concluded that penicillin was the 
most effective remedy yet tried. Rosahn showed that 
failures varied inversely with dosage; the failure rate at 
11 months was twice as great with 300,000 units alone as 
when combined with 320 mg. mapharsen; it made no 
difference whether injections were spaced at 3- or 6-hour 
intervals or were given over a period of 3} or 74 days, 
{others have found that results are better when the period 
is 74 days]; the longer the disease had been present before 
treatment the higher (within limits) the failure rate; 
coloured and white patients did equally well but males 
did rather better than females; relapse cases showed a 
higher failure rate than untreated secondary cases; and 
different clinics reported different percentages becoming 
serum-negative even with similar laboratory techniques. 

Sternberg reported only 9-5°% unsatisfactory results in 
1,107 Army patients treated with 2-4 million units over 
74 days. Evan Thomas treated 1,119 patients with 
1:2 million units over 74 days plus 0-04 g. mapharsen 
daily for 8 days; in 611 patients there was a failure rate 
of 12% at 6 months whereas in 556 who received the 
same amount of penicillin byt no mapharsen it was 
17-6%. Schoch described 291 cases given 1:2 million 
units plus 1 g. bismuth salicylate in 74 days; the failure 
rate was 6% as compared with 10% when no bismuth was 
used. Schwemlein treated 108 patients with 1-2 million 
units plus 3-hour fever sessions (106° F., 41:1° C.) on 
the second, fourth, and sixth days, and noted a 14:7% 
failure rate during an observation period of 154 to 353 


days; 202 patients who had a 2-day treatment were 
observed for 153 to 361 days and had a failure rate of 
19-3%. 

Romansky recommended 300,000 units per ml. in 
peanut oil with 4:8% beeswax; the calcium salt (1,000 
units per mg.) in oil beeswax was preferable and would 
keep for over a year at room temperature, whereas the 
sodium salt deteriorated in 3 to4 months. Arnold stated 
that rabbit syphilis could be cured with a high dosage in 
12 hours, but Eagle thought that 2 separate doses with an 
interval between gave better results, and stated that 
penicillin and arsenic were synergistic. Carpenter, 
working also on rabbits, found fever plus multiple 
injections better than fever plus single injections (of 
penicillin) and considered the two were additive. Stokes 
described 191 cases of late syphilis treated with either 
1-248 million units or 4-8—10 million units and observed 
for more than 120 days; he considered that penicillin 
was effective in all types of neurosyphilis, that its most 
striking effects were seen in the cerebrospinal fluid, and 
that this improvement might extend over weeks and 
months. On the other hand Kierland thought that 
penicillin was less effective in neuro- than in other forms 
of syphilis, even though he had used massive dosage 
amounting to 16 million units. 

Just after the meeting at which this work was described 
further data came to light. Penicillin K was found to be 
far less effective than G in rabbit syphilis, and recent 
commercial penicillins were known to contain more K 
than older preparations. A review of statistics showed 
that results before May, 1944, were better than later ones, 
and though this was considered to be due mainly to the 
increase of the K fraction the question of the removal 
of impurities must also be considered. 

T. E. Osmond 


169. Latent Syphilis. Study of One Hundred and Sixty- 
Nine Cases Observed Ten Years or More 

J. W. JorDoN and F. A. Dotce. Archives of Derma- 
tology and Syphilology (Arch. Derm. Syph., Chicago] 54, 
1-18, July, 1946. 5 refs. 


This valuable paper presents data on 169 cases of 
latent syphilis observed for a minimum period of 10 
years, 100 of which were considered adequately treated 
and 69 poorly treated or not treated at all. Only 
patients with no clinical signs and symptoms and a 
negative cerebrospinal fluid at the onset were included 
in the study. The dividing line between the well-treated 
and poorly-treated groups was set at 40 injections of 
arsenic or bismuth alone or in combination. The arsenic 
given was usually 0-3-0-4 g. of arsphenamine, though 
silver arsphenamine, sulpharsphenamine, and _neo- 
arsphenamine were used in some cases. Bismuth sub- 
salicylate 100 mg. weekly was usually employed, though 
mercury had been given to a few patients. 

The average age of the 69 patients in the poorly-treated 
group at the beginning of the study was 33 years and at 
the end 46 years, the longest period of observation being 
29 years. Eighteen patients gave a history of frank 


— 
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early syphilis for an average of 9-9 years before the first 
examination. The average treatment of the group was 
§-8 injections of arsenic and 5-5 injections of a heavy 
metal given irregularly at long intervals. Of 63 patients 
showing maximum positivity at the onset only 29 had 
strongly positive reactions in all subsequent tests while 


29 at some time gave an entirely negative reaction, - 


which in 13 instances later became positive again. In 
16 cases the blood serology had been negative through- 
out the last 4 years of observation, but in view of the 
marked fluctuations in the other cases the authors do 
not believe that they are justified in regarding these as 
spontaneous or permanent cures, and are hesitant to 
accept the results of Bruusgaard (Arch. Derm. Syph., 
Wien, 1929, 157, 309), who claimed 28% of spontaneous 
cures. 

The total certain complication rate was 39-2%. The 
authors consider that 20-25% of persons with untreated 
or poorly treated latent syphilis develop some cardio- 
vascular complications in later life. This figure is 
approximately double that estimated by Moore from 
Bruusgaard’s data, and it is suggested that the reason 
for this is that the present group contained negroes as 
well as white patients. [The race of those patients 
actually developing complications is not indicated.] 
Three probable cases of aortitis developed in the 16 
patients whose blood serology had been negative for 4 
ormore years. In the 24 showing fluctuating blood tests 
there were 4 certain instances of late complications and 
i probable; while in the 29 whose serology had been 
strongly positive throughout there were no fewer than 
23 cases of cardiovascular syphilis. This suggests that 
a consistently strongly positive serological test over a 
long period of time is a bad prognostic sign and that a 
fluctuating reaction is a good one. As ‘10 of the 18 
patients giving a history of early syphilis developed com- 
plications, it is suggested that the prognosis in patients 
with a history of frank early syphilis is no better than, 
if as good as, in those whose initial lesions are minimal. 

The 100 patients in the well-treated group included 52 
men and 48 women (15 men and 13 women were negroes). 
The average ages at the beginning and at the end of the 
study were 37-1 and 48-4 years respectively, and the 
longest period of observation was 19 years. Thirty gave 
a history of early syphilis for an average of 11-7 years 
before. The injections received by the group averaged 
28-7 of arsenic and 28 of a heavy metal. Seventy-four 
of the 100 were serum-negative at some stage but only 
40 of the 100 remained negative for 4 years or more. 
Of 78 with fully positive bloods at the onset only 9 cases 
remained so until the end. The clinical results in the 
well-treated group were brilliantly successful, there being 
only 2 cases of aortitis and 2 cases of saccular aneurysm 
arising in the entire series—a complication rate of 4°% as 
compared with 39% in the poorly treated group. Two 
of the patients with cardiovascular syphilis had negative 
serology for 3 and 9 years respectively before the develop- 
ment of complications, and the other 2 had fluctuating 
serum reactions, both of which had at one time been 
negative. It is apparent, therefore, that even in well- 
treated patients the serological reactions are of little 
help in the ultimate prognosis. 


F 


When the patients in this group were rearranged 
according to the numbers of arsenical injections actually 
received, the best results from the point of view of sero- 
logical reversal were obtained in those who had been 
given 20-29 injections, and little additional benefit was 
noted in those receiving more than this. A serious late 
complication developed in only 1 of 78 patients who had 
20 or more injections. Similar tabulations showed that 
from a serological standpoint there was little to be 
gained by prolonged courses of a heavy metal, and that 
arsenic was more effective than bismuth in the preven- 
tion of late complications. The authors are unable to 


assess the optimum number of injections of heavy metal, 
but are of the view that 40-60 are probably more than 
adequate, and that more emphasis should be laid on 
arsenotherapy in the treatment of latent syphilis. s 
R. R. Willcox 


170. Dosage of Vitamin C in Syphilitics Undergoing 
Arsenical Treatment. (Cuantificacion de vitamina C en 
pacientes sifiliticos bajo tratamiento arsenical) 

C. Ortiz CANO. Medicina [Medicina, Méx.] 26, 309- 
317, July 25, 1946. 2 figs., 13 refs. 


In Mexico the poorer classes of the population have a 
low vitamin C blood content, as their plasma values for 
ascorbic acid are 0:2—0-6 mg. per 100 ml., while the richer 
classes have from 0-7 to 1:3 mg. per 100 ml. of plasma. 
In 53 Mexicans with untreated syphilis the ascorbic acid 
content of the plasma was on the average 0-16 mg. per 
100 ml. of plasma, while of 48 uninfected persons the 
average was 0-242 mg. per 100 ml., a difference of 
0-082 mg. per 100 ml. M. McElligott 


171. Acquired Syphilis of the Lung : Report of a Case 
with Autopsy Findings and Demonstration of Spirochetes 
J. M. Witson. Annals of Internal Medicine [Ann. intern. 
Med.) 25, 134-146, July, 1946. 6 figs., 29 refs. 


In a generalized disease, where the brunt of the infec- 
tion falls on the great blood vessels and the brain and the 
lungs are only incidentally involved, the main interest 
must lie in the recognition of the syphilitic infection. 
This article is of importance as it should remind clinicians 
that syphilis may present as a chronic lung involvement 
and that the Wassermann test of the blood and cerebro- 
spinal fluid is an essential investigation in any obscure 


-lung condition. Until it is possible to demonstrate 


Treponema pallidum with certainty and frequency in the 
sputum or in biopsy material, syphilis of the lung must 
remain an academic problem. In the case presented 
there are no clinical features that would not fit in with 
the diagnosis of pulmonary tuberculosis, and the radio- 
logical appearances could be produced by more common 
diseases. The diagnosis rests entirely on the histological 
appearances of material obtained at necropsy, and even 
here only the demonstration of Treponema pallidum places 
the diagnosis beyond doubt. This case was treated with 
potassium iodide without benefit and was not given any 
arsenicals, bismuth, or penicillin. F. L. Lander 
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172. Neurosyphilis in Younger AgeGroups. An Analysis 
of Clinical Findings, Laboratory Studies, and Malaria 
Therapy 

S. ScHeruis and C. M. CarAvati. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.} 30, 330-341, July, 1946. 


Of 128 patients with neurosyphilis at Woodrow Wilson 
General Hospital 115 (90-7%) were between 20 and 40 
years of age at the time of diagnosis; in 108 cases 
(84-4%) the diagnosis of neurosyphilis was made follow- 
ing routine examination of the spinal fluid, only 20 
patients showing signs or symptoms; in 36 cases neuro- 
syphilis was recognized when the diagnosis of syphilis 
was made, in 45 cases within 2 years and in 23 within 3 
years. In 26 cases out of 69 in which the information 
was available the duration of syphilis was less than 2 
years and in 13 others less than 5 years before the 
diagnosis of syphilis was made. 

Of the 128 patients, 39 had received adequate treat- 
ment (40 injections of mapharsen and 16 of bismuth), 
52 inadequate, and 37 no treatment. Only 7 patients had 
negative Wassermann and Kahn reactions ; 4 of these had 
had adequate and 3 inadequate treatment; only 61 of 
the 128 patients had any neurological symptoms at the 
time of admission. Of 75 patients with symptomatic 
neurosyphilis 61 had ocular abnormalities, all but 3 of 
which were pupillary: the incidence of ocular signs 


increased with the age of the infection. Cardiovascular . 


syphilis was diagnosed in only 2 of the 128 patients. 

Malaria was the treatment of choice, 5 ml. of blood 
being injected intravenously; malaria, after 10 chills 
(S50 hours over 104° F.: 40° C.), was terminated with 
mepacrine, 0-2 g. every 6 hours for 5 doses. There were 
no serious complications, though 2 patients had marked 
generalized oedema. ‘Three weeks after fever in 46:5°, 
the cerebrospinal fluid pattern was improved, in 36°5°% 
it was unchanged, and in 17:0% it was worse. It is 
pointed out that the period of observation was too short 
for accurate evaluation, but most patients expressed 
themselves as feeling much better. 

The final diagnoses in the 128 cases were: asympto- 
matic neurosyphilis 53, meningovascular syphilis 53, 
tabes 16, and others 6. 

[Other interesting points, too numerous to be included 
in an abstract, emerge from this study.] 7. E. Osmond 


173. Asymptomatic Neurosyphilis: A Review of the 
Literature 

R. D HAHN and E. G. CLARK. American Journal of 
Syphi':s, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 30, 305-316, July, 1946. 44 refs. 


The concept of asymptomatic neurosyphilis was 
originated by Widal in 1902 and Ravaut in 1903, while 
Hoffman was the first to prove the presence of Treponema 
pallidum in the cerebrospinal fluid by infecting an ape in 
1906; his work was confirmed by Chesney and Kemp in 
1924, who obtained positive rabbit inoculations with the 
fluids from patients with secondary syphilis. Two major 
problems arise in connexion with asymptomatic neuro- 


syphilis—incidence and prognosis. Statistics of incij- 
dence are characterized by their variability, this being 
due to such factors as differences as to criteria, time of 
lumbar puncture, and previous treatment. Most of the 
figures quoted are valueless partly because they show such 
wide divergences. The most reliab appear to be: 
(1) those of Finger and Kyrle, who found 4-9% of fluids 
strongly and 13-6% moderately positive in 1,699 untreated 
patients in the first year of infection; (2) those of 
Lomholt, who found positive fluids in 12% of 204 
patients with untreated primary syphilis, in 30% of 693 
patients with untreated secondary syphilis, and in 30% 
of 454 with latent syphilis (untreated or treated only 
with mercury) and in 17% of 269 with latent syphilis 
previously treated with an arsenical; (3) those of the 
Co-operative Clinical Group, who found 712 (13-5°%) out 
of 5,293 patients in all stages to have positive fluids; and 
(4) those of Dattner, who found 13-9°%% of abnormal 
fluids in 567 patients with untreated primary or secondary 
syphilis. The statistics as regards prognosis are much 
the same—i.e., very variable. It is generally agreed that 
the older the syphilis and the more marked the changes 
in the fluid the less likely is the fluid to revert to negative, 
with or without treatment, while cells and protein reach 
normal levels sooner than the Wassermann reaction. 

In 565 patients studied by the Co-operative Clinical 
Group treatment effected reversal of spinal fluids in 
83-6°%% of those with grade I, 65-3°% of those with grades 
II and III, and 44-9% of those with grade IV fluids. 
The authors conclude by saying that ‘* deficiencies in the 
available studies are so numerous as almost completely 
to vitiate their value as a practical guide to therapy and 
prognosis in the individual case”’. 

[Figures given by different investigators are seldom 
comparable, as so many factors are involved, such as 
sex, age, duration of infection at the time the asympto- 
matic syphilis is discovered; degree of positivity of the 
fluid, type, amount, and duration of treatment before 
and after the diagnosis is made, and the period of 
observation.] T. E. Osmond 


174. Penicillin in the Treatment of Neurosyphilis. II. 
Dementia paralytica 

F. W. REYNoLDs, C. F. Monr, and J. E. Moore. Journal 
of the American Medical Association {J. Amer. med. 
Ass.| 131, 1255-1260, Aug. 17, 1946. 4 figs., 13 refs. 


Penicillin in the treatment of neurosyphilis was studied 
from 1943 to 1945 at the Johns Hopkins Hospital. The 
results obtained in the treatment of dementia paralytica 
are given in the present article. 

Although only 41 cases were studied, careful observa- 
tions were made and the conclusions appear significant. 
Of the 41 patients, 24 were given penicillin alone in doses 
ranging from 2 to 10 million units (the individual doses 
were between 40,000 and 50,000 units), while 17 received 
penicillin and malaria therapy. Those treated with 
malaria were allowed to have from 8 to 12 paroxysms 
and approximately 40 hours of fever in excess of 104° F. 
(40° C.). Penicillin was begun at the onset of malarial 
fever. 
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Penicillin alone produced some degree of clinical 
improvement in 11 of 24 patients. The cerebrospinal 
fluid cell count and total proteins soon became normal, 
and the Wassermann test gradually improved. The 
results were not quickly apparent, but were rather 
gradual and the improvements were well maintained. 
The concurrent use of penicillin and malaria therapy 
resulted in clinical improvement in 10 of 17. patients. 
The results are believed to be superior to those with 
penicillin alone (based on greater improvement in the 
spinal fluid abnormalities), and the authors recommend 
it, for the present, as the treatment of choice in dementia 
paralytica. Since the treponemicidal effect of penicillin 


has been shown by others to be enhanced at temperatures 
between 98:6° and 107-6° F. (37° and 42° C.), the superior 
results of concurrent penicillin and malaria therapy may 
be due to both additive and synergic effects of the two 
forms of treatment. 


R. Wien 
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175. Comparative Study of Media for the Primary 
Isolation of the Gonococcus 

T. H. WeLLeR and J. E. Wituiams. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 30, 386-392, July, 1946. 9 refs. 


This is a report of the comparative study of 5 media. 
All media were dispensed into Petri dishes with from 
18 to 20 ml. of medium per plate, were incubated at 
37° C. for 24 hours as a sterility check, and were then 
stored at 5° C. Usually the period of storage before use 
was under 3 days, but on occasion plates were stored for 
periods up to 2 weeks. The media were: (1) chocolate 
agar (Difco) ; (2) chocolate agar with yeast supple- 
ment; (3) modified Peizer’s plasma-haemoglobin agar; 
(4) Mueller-Hinton starch agar; (5) Mueller-Hinton 
starch agar (Difco); (6) fermentation media; (7) pro- 
teose-peptone broth for transportation of specimens. 

The test material was cervical secretions of prostitutes 
and the urethral discharges of men with chronic gonor- 
rhoea, mostly sulphonamide-resistant. Material was 
collected on a cotton swab and the swab placed in a tube 
containing 0-5 ml. of proteose-peptone broth; the 
resulting suspension was well mixed with a 1-ml. pipette 
anda drop planted ona plate of each medium and streaked 
with a platinum loop; the plates were inverted, placed in 
a candle jar, and incubated for 36 hours at 37°C. Oxi- 
dase-positive colonies were subcultured and checked by 
Staining; confirmation was by sugar reactions. Media 
were compared according to the following four criteria: 
(a) suspicious colonies ; (6) amount of growth, this being 
assessed at anything from 1 to 4, the latter being the 
maximum ; (c) average size of colonies ; and (d) amount 
of contamination also assessed by numbers 1-4. Samples 
numbering 705 from 322 women gave positive results in 
176 cases, while 110 strains of gonococci were grown from 
men. 

The modified Peizer plasma-haemoglobin agar detected 
the greatest number of positives (96%), the 2 Mueller- 


Hinton media detected 90°, chocolate agar 74%, and 
chocolate agar with yeast 72%; the amount of growth 
was of a similar order, the Peizer medium being the best, 
and the same applied to size of colonies. As regards 
contamination the Peizer medium was far and away the 
best. Detailed results are shown in 2 tables. Both 


‘Mueller-Hinton media were superior to both chocolate 


agar ones, and for convenience and in laboratories with - 
limited facilities that prepared from dehydrated materials 
is recommended for routine use. T. E. Osmond 


176. Sulfathiazole Prophylaxis for Gonorrhea and Chan- 
croid among Soldiers in the Caribbean Area 

D. BERGSMA. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.| 30, 368-380, 
July, 1946. 9 refs. 


This report reviews a large-scale application of 
sulphathiazole prophylaxis in the American armed Forces. 
A special form was devised to obtain from the medical 
officer of each unit each month information concerning 
the type of prophylaxis used, the time between exposure 
and prophylaxis, whether the man was sober or not, his 
drug reactions, and the development of gonorrhoea or 
chancroid. Each soldier attending a prophylaxis station 
pro-station”’) was given 2 g. of sulphathiazole 
(“ pro-pills”’) and advised to take complete station 
prophylaxis—i.e., washing with soap and water, pr@ 
targol intra-urethrally, and calomel ointment; he was 
examined on the seventh day following prophylaxis. 
The percentage of soldiers taking sulphathiazole in 
addition to station prophylaxis rose steadily from 14 in 
Sept., 1943, to 88 in Nov., 1944, and thereafter remained 
at about 70-80%. In a group of 10,000 men 67% were 
sober, 31° had been drinking moderately, and 2°% were 
drunk; there were reactions in 2% of the sober and in 

% of the others: these reactions were mild and usually 
consisted of mr usea and/or dizziness. Sixty-four per 
cent. of the mo. arrived at the “ pro-station ” within 90 
minutes of exposure and an additional 13°, within 
24 hours; 67°% of sober men, 64°% of those who had been 
drinking moderately, and only 41°% of intoxicated men 
arrived at the “ pro-station” within 14 hours. Of a 
total of 70,861 instances in which sulphonamide pro- 
phylaxis was used, in only 748 (1-1%) was this the sole 
method; of these 748 men 5 (0-67%) developed gonor- 
rhoea or chancroid by the seventh day, the time intervals 
subsequent to exposure being: 1 unspecified, 2 after 
7 hours, 1 after 8 hours, and 1 after 12 hours. 

In 410 cases where sulphathiazole was supplemented 
by some other prophylactic measure, incorrectly applied, 
there was 1 infection. In 10,000 instances in which 
full station prophylaxis plus sulphathiazole was employed 
the number of infections -was 7 (007%); the time intervals 
in these 7 were under 14 hours (3), between 14 and 23 
hours (1), after 64 hours (1), after 74 hours (1), and after 
94 hours (1). 

[The time intervals recorded are not necessarily correct, 
being merely the time stated by the men; soldiers fre- 
quently understate the time for fear of being blamed for 
not attending sooner.] T. E. Osmond 
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177. New Methods of Combating Uraemia, with Special 
Reference to Peritoneal Lavage and Treatment with the 
* Artificial Kidney.” (Nieuwe wegen ter bestrijding van 
uraemic, in het bijzonder de peritoneaallavage en de 
behandeling met de kunstmatige nier) 

W. J. Kore. Belgisch Tijdschrift voor Geneeskunde 
[ Belg. Tijdschr. Geneesk.] 2, 449-463, Aug., 1946. 5 figs., 
18 refs. 


After reviewing the standard methods of treatment in 
uraemia the author discusses two that he has recently 
used—viz., peritoneal lavage and “ vividialysis”’. Two 
cases of uraemia are described in which lavage of the peri- 
toneal cavity was attempted. The fluid was led in through 
a tube introduced by a trocar in the left iliac fossa. A 
second larger trocar opening held an outlet tube. The 
peritoneum was used as a dialysing membrane and the 
composition of the fluid passing through chosen accord- 
ingly. In the first case lavage with 13-5 litres of solution 
over a period of 12 hours produced no fall in the blood 
urea, although 13-5 g. urea was excreted in the fluid. 
The second patient excreted 45 g. urea after 9-5 hours’ 

vage with 30 litres of a solution containing sodium 

90 mg.°., chloride 383 mg.*%, calcium 10 mg.°%, potas- 
sium 20-9 mg.%, carbon dioxide 53 vol.°,, glucose 
1,000 mg.°,. He showed clinical improvement. 

The author describes a series of cases treated by 
“ vividialysis ”’ on the lines of the “ artificial kidney ” of 
Abel, Rowntree, and Turner. The postulates for success 
are given: (1) The blood must circulate through a closed 
system outside the body; (2) the system must be steriliz- 
able; (3) the dialysing surface must be as large as possible 
and the size of the system as small as possible; (4) the 
blood must be prevented from clotting (heparin was used). 
The author used a spirally wound “ cellophane ” tube on 
an aluminium drum as a dialyser. The lower part of the 
tube lay in a trough containing 0-6°,, sodium chloride, 
0:2°%% sodium bicarbonate, 0-04°, potassium chloride, 
and 3°% glucose in sterile solution. As the drum rotated 
all parts of the cellophane membrane came in contact 
with the fluid. Blood passed from a cannula in the 
radial artery through the dialyser and thence was pumped 
back into a vein, an air trap intervening to prevent air 
emboli and to collect any clots. A flowmeter was 
attached. The largest amount of urea dialysed out was 
265 g. Other retention products such as creatine and 
uric acid were also excreted. The clinical symptoms 
disappeared within 24 hours, except where the patient 
was moribund. The indications for treatment were: 
(1) acute uraemia from any cause, (2) acute exacerba- 
tions in the course of a chronic uraemia. The criterion 
for “ artificial kidney ” treatment was a blood urea over 
350 mg. per 100 ml. In 6 of the first patients treated a 
recovery of kidney function occurred after a dialysis of 
about 80 litres of blood in 12 hours. Unfortunately, 5 of 
these patients died later of complications. There was 


Genito-urinary Disorders 


66 


recovery in a later series, the patient being a 67-year-old 

woman, who was admitted with cholecystitis and acute 

nephritis with almost total failure of urine secretion, 
S. S. B. Gilder 


178. Diabetic Glomerulosclerosis: Kimmelstiel-Wilson 
Syndrome. (La glomérulosclérose diabétique, syndrome 
de Kimmelstiel et Wilson) 

E. Martin and P. AvLpHONse. Paris Médical [Paris 
méd.| 36, 304-368, Aug. 17, 1946. 29 refs. 


Kimmelstiel and Wilson (Amer. J. Path., 1936, 12, 83) 
described a clinical syndrome: “ diabetes, severe and 
widespread oedema of the nephrotic type, and gross 
albuminuria. Hypertension is frequently present, in 
many cases associated with renal decompensation.” 
This they related to a distinctive lesion of the renal 
glomeruli, intercapillary glomerulosclerosis in which 
hyalinization of the glomeruli is prominent, due, they 
considered, to a sclerotic thickening of the intercapillary 
connective tissue. 

Six cases of this syndrome are now reported, 4 being 
confirmed histologically. In a review of previous work, 
including a few American references to 1941 and many 
Continental to 1946, they state that this diabetes, 
associated with glomerulosclerosis, is recognized as not 
usually severe. The most constant feature of the syn- 
drome is albuminuria; hypertension is usual; retinitis 
is often very marked, while the characteristic nephrosis is 
of varying frequency. Renal failure appears at an early 
or later date, and in the final stages is general. They 
quote Spiihler and Zollinger (Dtsch. Arch. klin. Med., 
1943, 190, 321) as distinguishing 3 types of development, 
depending generally on age: (1) in young diabetics the 
clinical picture is of nephrosis and only after some years 
do sclerosis, hypertension, and anaemia develop; 
(2) in middle-aged diabetics nephrosis, hypertension, and 
uraemia develop; (3) in aged diabetics progressive 
hypertension and uraemic renal failure appear simul- 
taneously, with few, if any, indications of nephrosis. 
The relation of these varying clinical pictures to a constant, 
well-defined anatomical lesion is of great interest. 

While of the 6 cases reported 2 were in insulin-resistant 
diabetics, the other 4, originally diabetic, showed normal 
blood sugar findings in later stages. This improvement 
in the diabetic condition may be due to a direct curative 
effect of the renal lesion and not to mere suppression of 
glycosuria. As a possible basis histological findings are 
quoted in which hyperplasia and increase in number of 
the islets of Langerhans are associated with increased 
development of connective tissue. It is suggested that 
these changes are compensatory to atrophy of the 
externally secreting glandular tissue produced by co- 
existing arterio- and arteriolosclerosis in the pancreatic 
vessels. 
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Although widespread non-specific arterial disease is a 
recognized complication of diabetes mellitus, the histo- 
logical findings in glomerulosclerosis are almost peculiar 
to diabetes, and the relationship suggests an origin for 
the renal lesions in disturbed carbohydrate metabolism. 
As most cases show only mild diabetes, neither ketosis 
nor insulin is likely to be responsible. That a tendency 
to a generalized vascular lesion may exist is suggested by 
frequent severe retinitis in these cases. 

The clinical course and the histology imply that the 
primary renal disturbance is of glomerular permeability. 
Spiihler is quoted as having shown increased glomerular 
filtration to insulin in diabetic patients apparently free 
from renal disease. This functional glomerular dis- 
turbance may determine the nephrotic syndrome in 
glomerulosclerosis. Only later do histological changes 
appear, progressing from intercapillary to capillary and 
glomerular structure, with increased hyalinosis, hyper- 
tension, and uraemia, as a manifestation peculiar to 
diabetics of an arterio- or arteriolosclerotic process which, 
in non-diabetics, spares the glomeruli. The authors, 
indeed, emphasizing the disappearance of established 
diabetic symptoms when renal damage becomes evident, 
advise that reports of the Kimmelstiel-Wilson syndrome 
in non-diabetic patients should be regarded with reserve, 
since they believe the lesion entirely depends on diabetes, 
present or past. 

[This article goes very much further into theory than 
does available American work. It is suggestive, but a 
number of assumptions are made which certainly need 
confirmation.] W. A. Bourne 


179. The Nephrotic Phase; Its Frequency of Occurrence 
and Its Differential Diagnostic Value in Determining the 
Nature of the Renal Lesion in 120 Patients who Died of 
Renal Failure 

W. L. BLtoom and D. SeeGAt. Annals. of Internal 
Medicine [Ann. intern. Med.] 25, 15-21, July, 1946. 18 
refs. 


The opinion that a nephrotic phase, characterized by 
hypoproteinaemia, hypercholesterolaemia, proteinuria, 
and oedema, is a frequent feature in chronic glomerulo- 
nephritis, but rarely or never found in the course of 
arteriolonephrosclerosis or chronic pyelonephritis, is 
confirmed by observations on 50 patients with chronic 
glomerulonephritis, 50 with arteriolonephrosclerosis, and 
20 with chronic pyelonephritis who died of renal failure. 
A necropsy was performed in every instance. Twenty- 
seven (54°) of the 50 patients with chronic glomerulo- 
nephritis showed during the course of the illness all the 
four characteristic signs of nephrotic changes, and anothér 
10 (20°) presented one or more of them. The nephrotic 
phase lasted from 2 months to 5 years, and never re- 
curred. Its presence helped to identify the type of renal 
lesion, since in the other two groups it was never found, 
allowing for the accompanying signs of heart failure and 
malnutrition. Even in patients with chronic glomerulo- 
nephritis marked (4+-) proteinuria and oedema were 
significantly less common during the non-nephrotic 
phase than during the nephrotic phase. 

L. H. Worth 


180. Changes of Blood Permeability to Thiocyanates in 
Trench Nephritis. (Die Permeabilitaétsstérung im Blut 
der Feldnephritis gegeniiber Rhodanverbindungen) 

E. Fieper, W. PicGerstorrer, and D. ROLLER. Wiener 
Medizinische Wochenschrift (Wien. med. Wschr.] 6, 


288-291, Aug. 1, 1946. 3 figs., 18 refs. 


The presence of a substance in the plasma of the patient 
with acute nephritis is supposed by the authors to increase 
the permeability of erythrocytes to thiocyanates. In 
“trench nephritis”, a rather indistinct pathological 
entity known in the British literature as the epidemic type 
of acute nephritis, and characterized by initial dyspnoea, 
the number of cases showing oedema without albuminuria 
is higher (10-15°% of cases) than in ordinary acute 
nephritis. The substance increasing the permeability 
of the erythrocytes should therefore be present in larger 
quantities in the plasma of trench nephritis. The blood 
of 3 patients with trench nephritis was examined. 
Normal erythrocytes (from non-nephritic patients) were 
mixed with plasma from normal and nephritic patients, 
and erythrocytes from nephritic patients with the same 
two types of plasma; after the addition of sodium 
thiocyanate its amount in the erythrocytes and the plasma 
respectively was determined. In all 3 cases the authors 
found a larger quantity of thiocyanate in the erythrocytes 
(from normal and nephritic patients) that were mixed 
with plasma from nephritic patients than in the erythro- 
cytes mixed with normal plasma. 

[No details of methods used are given.] 

M. B. Klein 


181. An 18-hour Concentration Test of Kidney Function 
E. M. IsperG and L. H. NewBurGH. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 211, 701-704, 
June, 1946. 1 fig., 3 refs. 


This is a modification of the 38-hour concentration 
test of Lashmet and Newburgh (J. Amer. med. Ass., 
1932, 99, 1936). The subject takes his usual supper at 
6 p.m. and then has nothing to eat or drink until noon 
the following. day. Specimens are collected at 8 a.m., 
10 a.m., and noon, the bladder being completely emptied 
on each occasion. The specific gravity of each specimen 
is estimated with a urinometer at room temperature, and 
the most concentrated specimen is tested for protein. 
If protein is present the amount is quantitatively deter- 
mined, and for every 1% present 0-003 is subtracted from 
the observed specific gravity. In normal individuals a 
specific gravity of at least 1-025 is attained. In the 
original 38-hour test the lower limit in normals was 
1-029, but the shorter period appears to differentiate 
adequately between normal and abnormal. 

A comparison of the results with the 38-hour and 18- 
hour tests in 100 cases of hypertensive disease showed a 
failure of correlation in 11, but as a period of a year 
intervened between the 2 tests this may be accounted for 
by the progress of the disease. The second examination, 
with the 18-hour method, showed in all these 11 cases 
lower specific gravities than had been obtained a year 
previously with the 38-hour test. Of 200 cases of severe 
hypertensive disease 124 showed impaired concentrating 
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ability. The authors state that the concentration test is 
more sensitive than the urea-clearance test in detecting 
early renal damage in essential hypertension. 

A simple method for determining the amount of pro- 
tein in urine is also given. It is based on the comparison 
of the turbidity of the urine in which the protein has been 
precipitated by the addition of 2% sulphosalicylic acid 
with a permanent standard suspension. 

O. L. V. de Wesselow 


182. Bilateral Renal Agenesis 
E. L. Porrer. Journal of Pediatrics [J. Pediat.] 29, 
68-76, July, 1946. 3 figs., 10 refs. 


The author found 20 cases of complete renal agenesis 
in approximately 5,000 necropsies on foetuses and new- 
born infants: 17 were male and 3 were female infants. 
Foetal death occurred before the onset of labour in 
1 instance, during labour in 6 instances, and after birth 
in 13. Nochild survived birth by longer than 11} hours; 
death appeared to be due to asphyxia in 11 cases, to 
malformation in 8, and to intracranial haemorrhage 
in 1 case. Various types of associated malformation 
were found—club-foot, hydrocephalus, meningocele, 
multiple skeletal anomalies, and gastro-intestinal abnor- 
malities. Before necropsy only 8 cases were believed 
to have died of malformation. Particular stress is placed 


upon pulmonary hypoplasia and upon an abnormal facial 
expression which the author regards as characteristic; 
she reports its chief features to be “ an increased space 
between the eyes, a prominent fold which arises at the 
inner canthus and sweeps downwards and laterally below 


the eyes, an unusual flattening of the nose, excessive 
recession of the chin, and moderate enlargement and de- 
creased chondrification of the ears’. The paper includes 
3 illustrations of the facial appearance. The agent— 
whatever it may be—that prevents the outgrowth of the 
ureteral bud from the Wolffian duct in these cases seems 
to inhibit the caudal extension of the Miillerian duct; 
thus female children who were found to have complete 
renal agenesis also showed absence of the vagina and 
uterus. In all cases the ureters were absent, while the 
bladder was found to be a slender tube-like structure with 
little musculature in its wall. The suprarenal glands 
were disk-like bodies placed flat against the posterior 
abdominal wall. The embryology of the condition is 
discussed and bibliographical references since 1931 are 
given. N. B. Capon 


183. Chronic Vesiculitis as a Factor in the Production 
of Non-Gonococcal Urethral Discharges 

C. E. MARSHALL. Medical Journal of Australia [Med. 
J. Aust.) 1, 846-848, June 15, 1946. 8 refs. 


When there is a persistent urethral discharge and 
urethroscopic examination is normal, suspicion should 
rest on the seminal vesicles. In Australia nearly all 
cases of non-specific urethral discharge, apart from 
old gonorrhoea or intra-urethral. chancre, can be 
attributed to: (1) filterable viruses or pleuropneumonia- 
like organisms; (2) secondary infection by a non- 
pathogen following chemical or mechanical insult; 


(3) chronic vesiculitis and prostatitis. Reference to 
Trichomonas vaginalis is deliberately avoided. 

One hundred and thirty-two patients admitted to g 
special hospital with non-specific urethritis were selected 
forexamination. Patients suspected of having a gono- 
coccal urethritis in spite of a negative smear were 
excluded, as were all those with a history of previous 
urethral discharge. In all the cases there were many 
pus cells in the original ure hral smears, though only 
about one-third showed “ secondary” organisms. The 
patients were divided into 4 groups, in the largest of 
which (57 cases) negative gonococcal complement- 
fixation tests had been obtained. Cultures were not 
performed. In 2 groups the prostatic and vesicular 
fluid was examined microscopically in the wet state, while 
in the other 2 groups the glass test was used. This 
latter consisted in expressing the secretions into a 
specimen-glass containing water, when it was found that 
the normal fluid diffused through the water as a 
bluish opalescent haze; while purulent material, which 
is yellowish-white, sank to the bottom of the glass. 

Of 57 patients with active urethral discharge examined 
by the glass test, 24 gave evidence of infection of the 
prostate and vesicles. Of 25 patients with active urethral 
discharge On whom examinations of wet specimens of 
prostatic and vesicular fluid were made, 11 showed 
abnormal findings. Of 27 patients who were sympto- 
matically normal at the time of the examination by the 
glass test, 11 gave evidence of prostatic or vesicular 
infection; while of 23 patients, some with active urethral 
discharge and some symptomatically cured, 6 showed pus 
in abnormal amounts on microscopical examination of the 
prostatic fluid. Thus, out of 132 examined in all groups 
52, or 39°, showed infection of the prostate or vesicles. 

The main symptoms of chronic vesiculitis are usually 
a slight muco-purulent discharge and pain in_ the 
perineum radiating along the urethra and back into the 
rectum. The urine is hazy and contains threads, but 
absence of enlargement or induration of the vesicles 
cannot be accepted as proof of absence of infection. 
If no secretion is expressed by massage, it may be 
necessary to dilate the urethra gradually over a period 
of weeks and repeat the examination. This should 
not be done in the presence of a turbid urine. The 
treatment .of chronic vesiculitis is long and tedious, and 
no patient should be promised a cure in under 2 
months. The cure consists of urethral dilatation by 
means of curved sounds (Kollman’s dilator if necessary), 
and prostatic massage 2 or 3 times a week. 

[This article contributes nothing new to the treat- 
ment of this troublesome condition; if anything, it 
errs on the side of mechanical insult. Cooper and 
MacLean (Canad. med. Ass. J., 1946, 54, 136) have 
also recently described 100 cases of chronic prostatitis 
associated with non-specific urethritis. They too 
emphasize that urethroscopic examination is normal, that 
no abnormality of the prostate or vesicles may be 
detected digitally, and that an examination of the fluid 
is therefore essential. Prostatic massage is regarded as 
the mainstay of treatment and penicillin, sulphonamides, 
stilboestrol, and urethral irrigations are insufficient by 
themselves.] R. R. Willcox 
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184. Diffuse Skeletal Lesions in Besnier-Boeck-Schau- 
mann’s Disease. (Diffuse afwijkingen aan het beender- 
stelsel bij de ziekte van Besnier-Boeck-Schaumann) 

F. L. J. JorpjAn. Nederlandsch Tijdschrift voor Genees- 
kunde [Ned. Tijdschr. Geneesk.] 90, 915-918, Aug. 3, 
1946. 14 refs. 


The author points out that, while the cystic changes in 
bone are well known in this disease, the diffuse changes 
are less familiar and may be missed. A case is described 
in which an agricultural worker, aged 26, complained for 
2 years of tiredness, with discoloration and thickening of 
certain fingers. Later he noticed pain in the back, 
which in 9 months caused obvious deformity. Examina- 
tion showed a large firm node in the right axilla and 
purplish, painless swelling of the nose. Several toes 
and fingers were also red and swollen. There was 
marked kyphosis and scoliosis. The blood picture and 
sedimentation rate were normal. Serum chemistry 
showed 46% albumin and 54% globulin. This finding 
with a normal E.S.R. is characteristic of the disease. 
The diagnosis was confirmed by biopsy from the nose. 
X-ray examination revealed decalcification of vertebrae 
and typical clear patches in some phalanges. The 
literature shows that either osteoporosis or increased 
bone density may appear; 25°% of cases have a hyper- 
calcaemia. Abnormal calcium deposits in the tissues 
may occur. 

Another case is described of a man of 46 who com- 
plained of pain, stiffness, and progressive deformity of 
his back. He had a marked kyphoscoliosis. Blood 
chemistry and E.S.R. were normal. X-ray examination 
showed atrophic deformed vertebrae. On the strength 
of this combination of diffuse decalcification and a normal 
E.S.R. [the latter is raised in other diffuse skeletal 
lesions such as multiple myelomata and carcinomatous 
metastases] an x-ray examination of the fingers was 
asked for and showed the characteristic changes of 
Boeck’s disease in one phalanx. S. S. B. Gilder 


185. Fibrous Dysplasias of Bone Affecting the Skull 


Only. (Uber die Schadel-Lokalisation der fibrésen 
Dysplasie der Knochen) 

A. Letcutt. Radiologia Clinica [Radiolog. clin.] 15, 191- 
214, July, 1946. 7 figs., 116 refs. 


More than half of this paper is devoted to a review of 
the various publications on osteodystrophia fibrosa 
generalisata (von Recklinghausen) and supposedly allied 
conditions in so far as they involve the skull alone. The 
author accepts Pugh’s division of the disseminated fibrous 
dysplasias of bone into two main groups—the Jaffe- 
Lichtenstein group, characterized solely by bone changes 
and the Albright group, where the bone changes are 
accompanied by endocrine disturbances. Of the sup- 
posedly allied conditions involving the skull alone the 


. author discusses the various internal cranial hyperostoses 


slightly above normal. 
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and leontiasis ossea, this last condition, according to the 
author, being only a form of fibrous dysplasia of bone 
limited to the skull. The author distinguishes two kinds 
of changes in the skull according to the regions involved. 
In both types the thickness of the bone is increased. In 
cases involving the base of the skull, the facial bones, 
the upper vertebrae, and in some cases the lower 
jaw, the affected bone is eburnated. In the cases 
involving the vault of the skull and in some of the cases 
where the lower jaw is attacked, there is less bone 
thickening, and in the vault of the skull the diploe remains 
recognizable. In most of the cases the plasma calcium 
is high, but rarely exceeds the limits of normal, and then 
only slightly. The phosphorus metabolism is normal 
and the phosphatase content high, in the majority of cases 

A. Orley 


186. Chronic Progressive Ophthalmoplegia of Myopathic 
Origin 

P. H. SANpiFER. Journal of Neurology, Neurosurgery, 
and Psychiatry (J. Neurol. Neurosurg. Psychiat.] 9, 97 - 
100, July, 1946. 3 figs., 19 refs. 


The author discusses the classification of the chronic 
ophthalmoplegias and comments on the difficulties of 
appreciating the underlying pathology. He records a 
case of a man, aged 29, who gave a history that his eyelids 
began to droop at 14, and that since the age of 19 both 
eyeballs had become increasingly immobile. There was 
no family history. He was thin, with poor muscular 
development and absent arm-jerks. He showed gross 
bilateral ptosis with compensatory contraction of the 
frontalis and there was almost complete fixation of the 
eyeballs. No internal ophthalmoplegia was noted. The 
only visual disturbance was defective stereoscopic 
vision. It was noted that the orbicularis oculi was weak 
but no other muscles were affected. No change was seen 
after prostigmin, no myotonia, and no sensory loss. His 
pulse rate varied between 20 and 66; it was usually about 
32; the electrocardiograph showed very slow irregular 
rhythm without any normal waves. All QRS waves 
were wide suggesting bundle-branch block. 

A biopsy of the external recti was done and it was 
considered that the appearances indicated a myopathic 
degeneration rather than a neuropathic atrophy. Not 
only were there extremely few of the very thin fibres seen 
in neuropathic atrophy, but the nerves appeared to be 
quite normal and abundant. On the other. hand the 
degeneration and disintegration of individual fibres, 
before they showed any great degree of atrophy, was 
that characteristic of myopathy. There had evidently’ 
been a gross loss of fibres, while the presence of degener- 
ating fibres indicated that the process of attrition was 
still going on in the muscle. 
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The author therefore considers that the eye condition 
is an early sign of muscular dystrophy. He goes 
on to review other cases from the literature which may 
come into the same group. It is suggested that the 

* cardiovascular findings may indicate that the heart was 
also a site of myopathic changes. 

{A useful contribution to the classification of this 
difficult group of cases with a full report and illustrations 
of the muscle pathology.] N. S. Alcock 


187. Paget’s Disease of Atlas and Axis 

N. WHALLEY. Journal of Neurology, Neurosurgery, and 
Psychiatry (J. Neurol. Neurosurg. Psychiat.| 9, 93-96, 
July, 1946. 2 figs., 9 refs. 


The author reports the case of a man of 66, who 5 
years before had complained of pain in the neck, and 24 
years before had developed kyphosis in the upper cervical 
region with pain in both arms. At the same time he had 
noticed that when he coughed his left hand became numb. 
From then on he gradually developed a spastic paraplegia 
below the upper cervical level, with sensory loss below the 
clavicles. Radiological examination showed an apparent 
replacement of the whole of both atlas and axis by a mass 
of new bone formation with narrowing of the spinal 
canal. It was also seen that the skull was dislocated 
anteriorly on the atlas and axis. Other bones showed 
the characteristic appearance of Paget’s disease. Despite 
this, however, the appearance of the atlas and axis was 
so unusual as to raise considerable doubts as to the 
diagnosis until necropsy proved it correct. 

The author discusses the neurological complications of 
Paget’s disease, and suggests that the spinal cord may be 
involved either by direct narrowing of the spinal canal, 
by interference with the blood supply, or by vertebral 
displacement. He goes on to consider the non-traumatic 
causes of dislocation of the occipito-atlanto-axial joints. 
From analogy with other reported cases, he suggests that 
the greatly increased blood flow through the bone which 
is found in this disease may well have resulted in loosen- 
ing or stretching of the ligaments, and that the weakness 
of the neck muscles due to the cord compression was also 
a contributory factor. N. S. Alcock 


188. Heberden’s Nodes. Their Relation to other 
Degenerative Joint Diseases 

R. M. Stecuer. Archives of Physical Medicine [Arch. 
phys. Med.} 27, 409-413, July, 1946. 2 figs., 10 refs. 


The study is based on a series of 94 cases, all in women, 
with Heberden’s nodes. The purpose of the investiga- 
tion was to discover what proportion of these cases of 
idiopathic Heberden’s nodes had noteworthy degener- 
ative disease of other joints and to compare this with 
degenerative disease in a control group of 109 patients 
with no familial history of nodes. The investigated 
group had an average age of 59-7 years with individuals 
ranging in age from 36 to 76, while the control group 
_had an average age of 55-9 years with individuals ranging 
in age from 32 to 77. Of the women with Heberden’s 
nodes 12 (12°6%) were found to have degenerative joint 
disease, 11 in one knee and 1 in a hip, the disease in no 
instances being severe enough to incapacitate the patient. 


LOCOMOTOR SYSTEM 


In 19 other patients who complained of “ arthritis anq 


rheumatism”, and resorted to acetylsalicylic acid for , 


relief, there were no objective signs to warrant a clinica] 
diagnosis of degenerative joint disease. Crepitus as a 
sign was noted in 34 cases (36%) and was looked on as 
abnormal but not sufficient in itself for a diagnosis of 
degenerative joint disease. It was not a forerunner of 
future disease. Its significance in these cases was not 
clear. In the control series of 109, only 3 had definite 
degenerative joint disease, 25 (23%) had joint crepitus, 
while the others appeared to be free from disease. 

The author states that Heberden’s nodes are a particular 
form of degenerative arthritis, the incidence of which is 
influenced by age, sex, and race, and that heredity is the 
most important single factor, the condition being domi- 
nant in the female and recessive in the male. Genetically 
the theoretical incidence in the female is 10 times greater 
than in the male, and this corresponds with a 3% 
observed incidence in a male group and 28% incidence ina 
female group. Heberden’s nodes are to be regarded asa 
form of osteoarthritis, since degenerative changes in other 
joints occur red 6 times more frequently in these patients 
than in the control series. The presence of the nodes 
identifies the patient as one with an increased suscepti- 
bility to degenerative joint disease. 

Richard X. Sands 
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189. The Cold-Reaction Test for Peripheral Vasomotor 
Disturbances in Rheumatism 

A. WoopMAnsEY. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 5, 99-102, March, 1946. 6 figs., 12 refs. 


A series of tests for defective vascular response to tem- 
perature has been carried out on ‘patients suffering from 
various forms of rheumatism, mostly rheumatoid arthritis, 
The patient sits quietly for not less than 20 minutes in a 
room thermostatically controlled at 65° F. (18-3° C.). 
The temperature of each hand is then taken by a thermo- 
electric skin thermometer. One hand is then immersed, 
covering the underside of the forearm to the elbow, for 
1 minute in water at 15°C. It is then removed and dried 
by dabbing with a towel to avoid friction. Temperature 
readings of both hands are repeated and recovery curves 
plotted. 

The patients tested fell into three main groups: 
(1) Those reacting in a normal way. There was an im- 
mediate sharp fall in temperature in the immersed hand, 
reaction started almost at once, and the original tempera- 
ture was regained in 10 minutes or so. (2) Those show- 
ing a considerable fall in temperature of the non-immersed 
hand, an immediate sharp fall in the immersed hand, with 
varying degrees of delay in recovery; recovery might not 
begin for 10 or 20 minutes. (3) Those showing no re- 
covery whatever; the hand remained cold during the 
experiment. The observations indicate that in a large 
majority of the cases of rheumatoid arthritis a vascular 
defect is present. No attempt has been made to correlate 
the findings with the clinical condition. 

Kenneth Stone 


| 
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190. The Formol-Gel Test on Plasma and Serum in 
Rheumatic Cases. Correlation Studies and a Suggestion 
that Non-Rouleaux-forming Pathological Giobulins may 
be of Significance in Rheumatism 

H. J. Gisson and R. M. Prtr. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.] 5, 83-87, March, 1946. 
29 refs. 


Formol-gel tests were carried out on serum and plasma 
of bloods from rheumatic cases, parallel estimations 
being made of E.S.R. and packed cell volumes. For 
technique the authors refer for the formol-gel test to 
Gibson and Richardson (Acta rheum. Amst., 1938, 10, 
30) and for E.S.R. technique to Collins et al. (Ann. 
rheum. Dis., 1939, 1, 333). The purpose of these studies 
was to elucidate discrepancies in reports of previous 
workers in the correlation of the test with the E.S.R. and 
to obtain further evidence of the factors causing an in- 
creased E.S.R., and of the need for correction of the 
readings foranaemia. —_ 

The results of plasma-gel (P.G.) and serum-gel (S.G.) 
tests in 582 consecutive cases of rheumatism of all clinical 
types showed that the P.G. was never negative when the 
§.G. was positive, and that the S.G. when positive was 
always weaker than the P.G n the same blood. This 
suggested that the P.G. effect included the S.G. factor 
plus an additional factor, and it seemed probable that the 
serum-gel was a globulin effect, the plasma-gel being a 
globulin plus fibrinogen effect. P.G. and S.G. tests were 
then correlated with E.S.R. in 480 cases. The vast 
majority of bloods, with a crude suspension stability 
(S.S.) under 70%, gave positive results. In the group 
8.8. 70-79°%, approximately half were positive, but 
above S.S. 80° the proportion of positive reactions was 
very small. The S.G. reaction was much weaker and 
the incidence of positive reactions much lower. 

Finally, the results of haematocrit determinations 
(P.C.V.) were correlated with P.G. and S.G. tests. It 
was found that in bloods of rapid E.S.R., whereas a 
positive plasma-gel test was almost invariable, the 
incidence of positive serum-gel reactions increased with a 
falling P.C.V. Table VI of the paper shows this clearly: 


Total 278 Bloods with Crude S.S.<70% 


Haematocrit 


45-49 

40-44 

35-39 
<35 


It is suggested that the low haematocrit readings are 
related to a hydraemia (previously reported in certain 
cases of rheumatism by plasma volume studies), which is 
Secondary to an increase in globulins, and that the S.G. 
results are, in contrast with P.G. tests, to a considerable 
extent unrelated to the E.S.R. The results are in 


harmony with a hypothesis that in certain cases of rheu- 
matism, such as rheumatoid arthritis associated with a 
rapid E.S.R., two groups of plasma protein abnormalities 
may be present: (1) increase of rouleaux-forming 
proteins (mainly fibrinogen) responsible for increase of 
E.S.R. and in large degree the plasma-gel reaction; 


(2) increase of non-rouleaux-forming globulins, not 


correlated with the E.S.R., responsible for the serum-gel 
reaction, and largely responsible for hydraemia. 

The bearing of this on the need for correction of E.S.R. 
for anaemia is discussed. The crude S.R. is the resultant 
of the effects of rouleaux-forming proteins, hydraemia, 
and true anaemia. The haematocrit, by which correction 
is made, gives some indication of the presence or 
absence of hydraemia, and this analysis may be of value. 
But, as the authors point out, only studies of whole blood 
volume can show whether an anaemia is real or due to 
a dilution effect. By having both crude and corrected 
S.R. figures a physician can assess how far variations 
can be attributed to red-cell volume changes alone. 

Kenneth Stone 


191. The Chronic Rheumatic Diseases in the World War 
1939-1945 

W. S. C. CopeMAN. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 5, 115-121, June, 1946. 8 refs. 


The quarterly reports of officers in charge of 
medical divisions of general hospitals form the basis of 
this survey of the incidence of the chronic rheumatic 
diseases in the various theatres of war, with comments on 
precipitating causes. The author points out that the 
figures he records cannot be taken as giving an exact 
picture of the incidence of this disease group during 
the war, because of the lack of a standardized 
nomenclature, and because a considerable (and unstated) 
number of these cases were admitted to surgical divisions 
and retained there. 

The precipitating factors which seemed principally 
operative in all theatres were febrile illnesses, trauma, and 
exposure to severe climatic stress. The common factor 
was cold. Humidity as a factor was apparent in reports 
from Gibraltar (1941-3), and from the Persia and Iraq 
Force (1944). A report from the Military Hospital, 
Gibraltar, stated: “‘ We certainly found fibromyositis 
a problem at Gibraltar... acommon and difficult 
complaint to treat, and we had to evacuate large 
numbers of such cases. We attributed this to the 
humid atmosphere of the Rock. . . . Old ‘ rheumatic 
subjects’ who had kept their symptoms in abeyance 
for years found that they relapsed soon after arriving in 
Gibraltar, and that they soon improved after leaving.” 
The consulting physician to the Persia and Iraq Force 
wrote: “ The group consisting of fibrositis, myalgia, 
and allied conditions is remarkably small, with an 
incidence of only 1-7% of all hospital admissions for 
the half year. These figures are in marked contrast to 
those seen in the United Kingdom, and are interesting 
in view of the extreme climatic changes in this Command, 
where cases of frost-bite and heat-stroke may both be 
seen during the same half year, and a daily temperature 
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swing of over 40° F. (22° C.) is not uncommon. The 
rainfall, however, is, as a whole, low.” 

The chronic rheumatic diseases were uncommon in 
the East Africa Command, and in India and S.E.A.C. 
The most complete figures for the incidence of the 
rheumatic diseases in the Middle East are from a review 
by the adviser in physical medicine. During a period of 
18 months (1943-4) cases of rheumatic diseases admitted 
to hospital in comparison with the total medical 
admissions were: 


Egypt a int 637 cases out of 28,670 (2:2°,) 
Palestine and Syria 389 cases out of 13,000 (2:9°,) 


Tripolitania and Malta _ 262 cases out of 10,170 (2-6",) 
Total a .. 1,288 cases out of 51,840 (2-5°,) 


General experience gave no confirmation for the 
hypothesis of focal infection. Kenneth Stone 


192. Weltmann Coagulation Reaction in Rheumatoid 
Arthritis 

O. Luccuest, M. Luccuest, and S. BAILONIE. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.| 5, 78-82, 
March, 1946. 4 refs. 


A series of falling concentrations of calcium chloride 
solution—1-0, 0-9, 0-8, 0-7, 0-6, 0-5, 0-4, 0-3, 0-2, 
and 0-1°.—is put up in 10 test tubes, each containing 
5 ml. of solution. To each is added 0-1 ml. of non- 
haemolysed human serum. The tubes are left in boiling 
water for 15 minutes, after which flocculation is noted. 
In normal subjects flocculation occurs in tubes 6 and 7 
(O'S and 0-4°,). In some pathological processes 
flocculation takes place below tube 6, described as a 
shift to the left or “a narrowed flocculation band ”’; 
and in others it takes place above tube 7—a shift to the 
right or “an enlarged flocculation band”. Two earlier 
papers are quoted on the results of this test in rheumatoid 
arthritis and its comparison as a prognostic criterion 
with the erythrocyte sedimentation rate. Severe 
rheumatoid arthritis seems to be characterized by a shift 
to the left. Earlier writers concluded that the test did 
not possess the same sensitiveness as the sedimentation 
rate. 

The present authors record results in 66 cases of 
rheumatoid arthritis, and conclude that the sensitivity 
of the reaction is practically the same as that of the 
sedimentation rate. During the active stagé¢ of rheuma- 
toid arthritis there is a shift to the left. If between I1 
and 30 mm. in the first hour is regarded as a slightly 
increased sedimentation rate, then there is little difference 
in the sensitivity of the 2 tests. The figures recorded 


are: 
Increased sedimentation rate .. 64-2°,, 
Narrowed flocculation band 61-4", 
Slightly increased sedimentation rate 35-79%, 
Normal flocculation band 38-#, 


The authors also conclude that the prognosis is 
favourable in cases which show a normal flocculation 
band or an enlarged band in a quiescent phase. 

Kenneth Stone 
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193. Lesions in Muscle in Arthritis 

H. J. Gipson, G. D. Kerstey, and M. H. L. Desmarais, 
Annals of the Rheumatic Diseases [Ann. rheum. Dis] 5, 
131-138, June, 1946. 8 figs., 12 refs. 


Reviewing the literature on hon-articular lesions jn 
rheumatoid arthritis, the authors quote the work of 
Freund (Amer. J. Path., 1942, 18, 865; Science, 1945, 101, 
202), who found lesions in the perineurium of peripheral 
nerves and lymphocytic nodules in the muscles of suffer- 
ers from this disease. Subsequently Freund extended his 
work with Steiner and found perivascular lymphocytic 
infiltration and small inflammatory foci in muscle. Such 
work suggests that rheumatoid arthritis may have wide- 
spread lesions in tissues other than joints. 

The present work covers a pathological study of mus- 
cular lesions in 11 patients suffering from generalized 
arthritis. In 10 of these muscle was obtained by biopsy, 
and in 1 at necropsy. Case histories of all these patients 
include a description of the clinical and laboratory 
findings and the treatment which had been given. In 1 
case the diagnosis of rheumatoid arthritis was regarded as 
doubtful. Provisionally the findings are regarded as re- 
vealing 2 histological types of lesion in muscle. The first 
type of lesion is perivascular in the muscle itself, and takes 
the form of a fusiform nodule of, inflammatory cells, 
lymphocytes, plasma cells, and eosinophils, arising around 
a capillary, and being closely invested by muscle fibres. 
These lesions were found in 3 of the patients. The second 
type is perivascular in the connective tissue, and in this 
lesion lymphocytic infiltration of the adventitia of a 
sclerotic arteriole spread away from the vessel. Such 
lesions were found in 9 of the patients. The first type 
of lesion is endomysial, and the second perimysial. 
Other findings included evidence of degeneration and 
shrinking of muscle fibres, and, in 1 case, eosinophil 
infiltration, which the authors regard as suggestive of 
anaphylactic hypersensitivity. They found no evidence 
of such changes in the muscles of their controls, which 
included patients suffering from ankylosing spondylitis. 
In the case of the patient on whom necropsy was per- 
formed a lesion of the radial nerve was found which 
confirmed the work of Freund. 

The authors found these lesions in muscges taken at 
random from patients in whom the condition was active 
or quiescent, and who in some instances, but not all, had 
been treated with gold. They suggest that their findings 
would indicate that the “ noxious agent ” is blood-borne, 
but that no light is thrown on its nature. The paper is 
illustrated by 8 photomicrographs of the lesions which 
are described. W. Tegner 


194. Fibrositis and 8-Diethylaminoethyl Dehydrocholate 
H. Coke. Annals of the Rheumatic Diseases [Ann. rheum. 
Dis.] 5, 96-98, March, 1946. 10 refs. 


Proceeding from the beneficial effect of local injections 
of procaine into “ fibrositic myalgic areas ” and the lack 
of any firm evidence that the mechanism of this effect is 
the breaking of a vicious circle of pain and spasm by its 
anaesthetic action, the author speculates on the possibility 
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of a specific action of the procaine molecule on the 
fibrositic process. Having decided that p-amino- 
benzoic acid, which enters into the structure of the 
procaine molecule, is without therapeutic effect, and 
having previously observed that the cholagogue “ de- 
hydrocholin ” was successful in relieving some cases of 
fibrositis, the author conceived the idea of combining 
this therapeutic effect of dehydrocholin with that which 
the remainder of the procaine molecule—diethyl- 
aminoethanol—might have. Thus the f-diethylamino- 
ethyl ester of dehydrocholic acid was prepared. 

The minimal lethal dose of this substance for white 
mice was found to be over 1,000 mg. per kilo of body 
weight when injected intraperitoneally. A report on 
extensive pharmacological investigations is promised 
for the future. The present report deals with preliminary 
clinical trials. Patients were treated by subcutaneous or 
intramuscular injections of amounts varying from 5 to 
25 mg.: in general 5-10 mg. subcutaneously once a 
week. Deep local injections, as in the present use of 
procaine, were effective. Unlike procaine the effegt was 
found to be general, the evidence for this being the 
observation that an injection at the elbow-joint was 
followed by disappearance of fibrositic pain in the knee. 
It is recorded that of 52 cases treated with nothing but 
this substance 75°% were improved. 

[No indication is given of the time taken to achieve this 
subjective improvement.]} Kenneth Stone 


195. The Nature of Fibrositis. Hl. A Study of the 
Causation of the Myalgic Lesion (Rheumatic, Traumatic, 
Infective) 

M. Ketty. Annals of the Rheumatic Diseases {Ann,. rheum. 
Dis.| 5, 69-77, March, 1946. 12 figs., 32 refs. 


In a previous paper the author advanced the hypothesis 
that the syndrome of fibrositis commonly represents 
the widespread reflex effects of a ‘* myalgic lesion” 
He now gives case histories of familiar fibrositic 
syndromes in which myalgic lesions were located and 
demonstrated to be in causal relation because of the 
disappearance of all pain after infiltrating them with 
procaine. It is apparent from these recorded cases that a 
clinical picture not differing from that of fibrositis—a 
localized zone of deep tenderness with secondary referred 
phenomena—may arise as a component or as a con- 
sequence of several morbid processes. These parent pro- 
cesses may be either visceral or somatic, and have the 
common feature of being painful. Examples the author 
gives are: (a) Some cases of headache following head 
injuries in which a “* myalgic lesion” forms near the apex 
of the angle made by the sternomastoid and trapezius, just 
below the superior nuchal line. (+) Pleurodynia following 
pneumonia or bronchitis or other disease of the lung, in 
which a small circumscribed myalgic lesion is usually 
found in the intercostal muscles near the anterior axillary 
line. (c) Abdominal pain following operations on the 
abdomen or accompanying visceral disease, where a 
myalgic lesion develops either at the edge of the erector 
spinae muscles or anteriorly near the edge of the rectus 
abdominis. (d) Persistent backache after renal colic or 
infection of the kidney, in which a lesion in the erector 


. the author remains neutral. 


spinae has developed. (e) Sciatica due to an intervertebral 
disk lesion, in which myalgic lesions are found in the 
gluteus maximus or in the hamstrings. 

Only those cases are quoted in which lasting relief of 
pain resulted from a single injection of procaine into the 
supposed myalgic lesion. The author claims that only 
a proportion of cases can be cured in this way. 
He concludes that myalgic lesions have a common 
mechanism of production, whether they are part of a 
rheumatic process or arise as a result of visceral disease, 
trauma, or infection of adjacent somatic tissues. He 
advances a_ further hypothesis—that the myalgic 


- lesion itself is a referred phenomenon, which has taken 


on a feature of independence and permanency. The 
author’s own words are: 

*“When a myalgic lesion of the wall of the abdomen or 
chest follows visceral disease, it appears to arise through the 
following sequence of events: (a) visceral lesion (e.g., 
kidney) causes reflex (‘ referred *) muscular spasm and deep 
tenderness; (b) radiation of pain impulses to ‘site of 
election in muscle’ causes site to take on a degree of self- 
sufficiency and to form a myalgic lesion; (c) myalgic lesion 
displays usual secondary effects. The sequence of events 
would not be different when the lesion resulted from a 
traumatic or infective damage to nearby somatic tissues.”” 


Kenneth Stone 


195a. Critical Evaluation of Some Factors in Progressive 
Chronic Rheumatism. (Fattori sopravalutati e fattori 
scarsamente considerati nella etiopatogenesi del rheu- 
matismo cronico evolutivo) 

G. PAnsini. Riforma Medica [Rif. med.] 60, 385-393, 
Aug. 15, 1946. 28 refs. 


This paper is a long and highly speculative discussion 
of the author’s views on the aetiological factors in 
chronic, rheumatism. The type of case discussed is one 
in which the origin and evolution of the disease are slow, 
with occasional acute phases accompanied by pain ‘and 
a little fever, and with symmetrical distribution of joint 
lesions, particularly in the fingers. Stiffness and deformity 
of the joints involved follow, and the final phase is one 
of arrest of the process. 

In the aetiology, infection, endocrine factors, and 
neurogenic factors are considered. The influence of the 
infective focus would seem to have been over-estimated. 
Infective foci are many and cases of chronic rheumatism 
are few, while removal of the focus seldom influences the 
disease. On the subject of allergy to an infective factor 
The relation to ovarian 
endocrine activity is stressed, emphasis being laid on the 
high incidence in women and the occurrence at the 
menopause or in association with ovarian hypofunction. 
The peripheral vascular phenomena found sometimes as 
concomitants of the disease are also considered to be of 
endocrine origin. The essential symmetry of the lesions 
is emphasized, and this is considered to be related to a 
neurogenic factor in their origin. In conclusion, the 
author considers the lesions to be the result of an inter- 
play of all three factors, allotting to infection a minor 
role. His speculations are not supported by clinical or 
experimental evidence, and his references are chiefly to 
old and obsolete work. E. Rosenthal 
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196. The Localizing and Prognostic Value of the Corneo- 
Pterygoid Reflex. (Valeur localisatrice et pronostique 
du réflexe cornéo-ptérygoidien. Le phénoméne de la 
diduction lente du maxillaire) 

G. Guior. Journal Belge de Neurologie et de Psychiatrie 
[J. belge Neurol.] 44-46, 233-240, April, 1946. 4 refs. 


The author describes a reflex consisting of lateral 
movement of the lower jaw on stimulation of the opposite 
cornea. When the right cornea is touched the jaw 
moves to the left, and vice versa; the muscle involved is 
the homolateral external pterygoid. He found the 
reflex first in a comatose patient with a pineal tumour 
pressing on the brain stem; the ordinary corneal reflex 
had been replaced by the corneo-pterygoid reflex. In 
an injured man also in coma the reflex appeared in the 
form of incessant jaw movements to the left of the 
middle line some hours after excessive stimulation of the 
right cornea (the right eye was found red and inflamed 
as a result of repeated attempts some hours earlier to 
elicit the ordinary corneal reflex). These movements 
were abolished by anaesthetizing the cornea with 1% 
cocaine drops and so removing the causal stimulus. 

Firm pressure with a glass rod or other blunt instrument 
directly on the cornea, or rubbing the cornea with the 
finger, is necessary; tapping the globus oculi through 
closed lids or pinching the skin in the area supplied by 
the ophthalmic nerve will not produce the reflex. The 
area of excitation is strictly limited to the naked cornea. 
The pure form of the reflex is lateral movement, but the 
response varies; there may be elevation of the jaw, or 
it may be protruded as well as abducted, and the pro- 
trusion may be the more marked element of the reflex, 
due to synergic contraction of both external pterygoids, 
although only one cornea is stimulated. The response 
may be unilateral or bilateral, symmetrical or asymmetri- 
cal; there may be abduction on one side with protrusion 
on the other; finally, the movement may be consistently 
to one side, whichever cornea is stimulated. In the 
conscious or semi-conscious subject the trigeminal 


response (corneo-pterygoid) may accompany the facial . 


(corneo-palpebral), but in coma it can replace the latter. 
When the corneo-palpebral reflex disappears in the 
course of a fatal illness, the corneo-pterygoid, if it is 
present, tends only to become more definite. Like the 
plantar reflex, it is one of the most persistent and is 
extinguished only a few moments before death. 

The reflex appears to be of pathological significance; 
it cannot be demonstrated in the normal subject during 
sleep, nor in an anaesthetized patient in the absence of a 
neurological lesion. The more easily it is obtained, the 
graver is its significance. It is the slow and deliberate 
abduction of the lower jaw which is of such grave import. 
Within limits, the reflex has definite localizing value. It 
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points to a lesion in the brain stem, but does not indicate 
the level. The nature of the lesion is immaterial; jt 


may be neoplastic, traumatic, vascular, or inflammatory, ~ 


It has been seen in amyotrophic lateral sclerosis 
(Tromner), pontine lesions (haemorrhage, glioma, 
tubercle), and even in thrombosis of the posterior cerebral] 
artery. It would appear that when the lesion is in the 
brain stem itself the reflex is bilateral and symmetrical; 
when due to lateral compression, the reflex is usually 
unilateral and more definite on the side of pyramidal 
involvement. Abduction seems to indicate a pontine 
lesion, and protrusion a peduncular lesion; but further 
study is needed in this connexion. 

The reflex always has the brisk and immediate character- 
istics, of normal physiological reflexes when it is found 
in a conscious subject; it may have such characteristics 
in a comatose patient. But the deeper the coma the 
more easily and definitely is it elicited. In deep coma the 
reflex shows the following features: (1) a latent period 
of about half a second; (2) marked slowness of movement 
to the lateral position (half a second); (3) extent of 
abduction much greater than would be possible volun- 
tarily; (4) a pause in this position of about half a second; 
(5) slow return to the position of rest. The whole reflex 
may occupy more than 2 seconds. This slow and 
deliberate character is comparable with the slow extension 
of the big toe described in experimental section of the 
spinal cord (Guillain and Barré), in transverse myelitis, 
and in the final stages of compression, as well as with a 
similar typical slowness of muscular movement in 
decerebrate rigidity (Mollaret). The author quotes 
Babinski in support of his contention that a slow reflex 
is pathological, while a brisk one is physiological. When 
the corneo-pterygoid reflex shows the features enumer- 
ated above, it is an indication of reflex activity in a segment 
of the neural axis which has become cut off from the 
higher centres. Frank Sargent 


197. The Pattern of Olfactory Innervation 

W. E. Le Gros Criark and R. T. T. Warwick. Journal 
of Neurology, Neurosurgery, and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.] 9, 101-111, July, 1946. 22 figs., 
17 refs. 


The olfactory epithelium of rabbits and mice was 
studied both in normal animals and following partial 
or total destruction of the olfactory bulbs. The olfactory 


‘mucosa was fixed by perfusion of 70% alcohol through 


the aorta after preliminary washing through with normal 
saline. The septal mucosa of rabbits was used and 
observations were confirmed on mice in which the whole 
nasal cavity was sectioned after decalcification in 5% 
nitric acid, and stained by a modified Bielschowsky’s 
method. The rabbit material was embedded in paraffin 
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and sections were stained by Bodian’s protargol, haema- 
toxylin and eosin, or methylene blue. A number of 
results were invalidated by the fact that many laboratory 
rabbits suffered from a chronic rhinitis with gross changes 
in the mucosa. Lesions in the bulbs were made under 
nembutal, by cutting through the bulb or its peduncle 
with a fine scalpel. 

The normal olfactory sensory cell consists of an elon- 
gated peripheral process, the “ olfactory rod”, 20-90 » 
long, which ends at the surface in a slight thickening, 
the “ terminal swelling”, from which a number of fine 
olfactory hairs radiate out from the circular margin like 
the petals of a flower. The hairs are 1-2 » long and 0-1 » 
thick. They end in blunt tips and radiate from the 
terminal swelling in a single ring, not as spines from all 
over the swelling, as depicted in some books. The hairs 
are usually 10-12 in number and the hairs of adjacent 
rods do not overlap, though they may touch. The 
central processes of the sensory cells are very fine and a 
number unite to form a fasciculus of olfactory nerve 
fibres. Each nerve fibre serves only one receptor. 
There is practically no overlap and no subepithelial 
plexus, nor do the main fasciculi anastomose. A com- 
plicated plexus is present on the surface of the olfactory 
bulb. After lesions of the bulbs there is a rapid 
retrograde degeneration of the sensory cells, which is 
evident within 24 hours. The mucosa shrinks and the 
sensory cells atrophy. The supporting cells appear to 
be actively phagocytic and few extraneous macrophages 
are seen. Following partial lesions of the bulbs only a 
proportion of the sensory cells degenerate. If one-third 
of a bulb is removed roughly one-third of the sensory 
cells atrophy, and so on. This degree of atrophy occurs 
ali over the mucosa and is not localized to any one area. 
These experimental findings were confirmed in a mouse 
in which a spontaneous localized atrophy of part of one 

‘bulb was found. 

It thus appears that fibres from each area of the mucosa 
are distributed to all parts of the corresponding bulb. 
The plexus on the surface of the bulbs probably helps to 
ensure this. This type of projection may be related to 
the segregation of fibres from different types of receptors. 
The variation in length of the rods suggests the possibility 
that rods of different length may subserve different 
sensations, but there is no direct evidence to support 
this. 

[This paper provides a basis for further experimental 
and clinical work. The demonstration of a selective 
atrophy of certain receptors in some types of anosmia 
would be most important.] R. Barer 


198. Disseminated, Diffuse and Transitional Demyelina- 


tion of the Central Nervous System. 
pathologic Study 
L. Roizin, M. HELFAND, and J. Moore. Journal of 
Nervous and Mental Disease [J. nerv. ment. Dis.] 104, 
1-50, July, 1946. 18 figs., 161 refs. 


The authors report in some detail 2 cases of diffuse 
sclerosis of the brain in the adult and 2 cases of transi- 
tional character in which demyelination of both diffuse 


A Clinico-histo- 
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and disseminated types was found. On the examination 
of this material they base a long review of demyelinating 
disease of the brain. From this they deduce that no 
differences exist between the various forms which have 
been described except those due to the constitution and 
age of the patients, to the duration of the disease, or to 
the type of distribution of the lesions. 

[They contribute nothing new to our present know- 
ledge of the aetiology or pathogenesis of these forms of 
disease.] J. G. Greenfield 


199. Migraine and the Sympathetic Nervous Pathways 
G. F. RowsorHaM. British Medical Journal [Brit. med. 
J.] 2, 319-322, Sept. 7, 1946. 2 figs., 1 ref. 


The pain of migraine is attributed to excessive spasm 
or to dilatation of the arteries of the scalp and dura 


mater, the trigeminal nerves being regarded as the 


sensory pathways. The cause of these arterial variations 
is unknown, but one theory is that the patient has a 
congenital unstable mechanism in the hypothalamus 
which reacts excessively to stimuli and causes explosive 
or dysrhythmic messages to be sent to the large blood 
vessels of the head. These vessels are supplied with 
motor fibres from the efferent side of the autonomic 
nervous system, and, if the theory holds good, section 
of these fibres, thereby breaking the migraine cycle, 
should give relief in migraine. The author has devised the 
following operation to sever these fibres. An incision 
is made along the anterior margin of the sternomastoid 
muscle, starting at the tip of the mastoid process and 
extending downwards as far as the thyroid cartilage. 
The carotid sheath with its enclosed vessels and the vagus 
nerve is isolated and retracted backwards, the sympathetic 
chain between the middle and upper cervical ganglia 
exposed and divided, and the lower half of the upper 
cervical ganglion removed. The outer coats of the 
common, internal, and external carotid arteries are 
stripped and removed, and finally the external carotid 
artery is clamped and divided between two ligatures. 
Four patients severely afflicted with migraine attacks 
in whom no cause could be found have been operated 
upon. Apart from the Horner syndrome, the only 
disability after operation has been a persistent and 
unpleasant sense of stuffiness in the nostril on the operated 
side. The effect of unilateral operation on a man with 
bilateral attacks was such that he returned for the opera- 
tion to be performed on the second side. He has 
remained free from symptoms for over a year. Two 
patients with unilateral disease have been dramatically 
relieved by unilateral operation, but in the fourth case, 


-although similar, the patient has received very little 


benefit. The author attributes this to the presence of the 
unstable mechanism in the vessels themselves or to the 
fact that the whole (and not the lower half only) of the 
upper cervical ganglion was removed at operation. 

[The series of cases is small and the work essentially 


‘experimental, but the good results obtained justify 


further exploration in this field.] 
H. T. Simmons 
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200. Cerebral Vascular Occlusions in Young Adults 
I. S. Ross. Journal of Nervous and Mental Disease 
[J. nervy. ment. Dis.] 104, 51-58, July, 1946. 6 refs. 


This is a clinical study of 6 cases of cerebral vascular 
occlusion in young adults in which there was no evidence 
of syphilis, generalized vascular disease, bacterial endo- 
carditis, or of a blood dyscrasia. The patients were aged 
25, 41, 38, 42, 42, and 39: there were 4 males and 2 
females. The ictus was relatively sudden in all cases 
and there was no evident source of an embolus. The 
areas and vessels considered on clinical grounds to be 
involved were described as “ superficial sylvian, softening 
of posterior type ” in 2 cases; “* partia! softening of the 
posterior sylvian artery, parieto-angular region” in 
one; “occlusion of the rolandic artery” in one; 
“ softening of the deep sylvian branches” in one; and 
“occlusion of one of the interpeduncular branches of 
the posterior cerebral artery ’’ in the sixth patient. In 
all cases the blood pressure was normal and no peripheral 
vascular disease was evident. The cerebrospinal fluid 
was examined in 5 and the protein content was found to be 
raised in 3 cases—62, 86, and 108 mg. per 100 ml. being 
found 4 weeks after the onset; in other respects the 
cerebrospinal fluid was normal and the Wassermann 
reaction was negative in both the blood and the cerebro- 
spinal fluid. In 2 cases in which electrocardiography was 
done there was confirmation of the cerebral area involved. 
Air encephalographs were carried out in only 2 cases; in 
one the ventricular system appeared normal, in the other 
the ventricles were dilated, especially on the side involved 
by the thrombosis. 

A congenital aneurysm as the cause of the vascular 
syndrome is excluded because of the absence of blood in 
the cerebrospinal fluid and of the fact that the patients did 
not complain of headache. Vasospasm is dismissed as 
there was no evidence of vasomotor instability and 
because of the permanent nature of the cerebral damage. 
Although no post-mortem material was available, it is 
concluded that the basis of the condition was localized 
atherosclerosis in a cerebral artery with consequent 
thrombosis. In a case described by Ford (Neurologic 
Diseases of Childhood and Adolescence, 2nd edit., 1944, 
/p. 171) this condition was found at necropsy in a 4-year- 
old child. J. W. Aldren Turner 


201. Diagnosis of Cerebrdl Tumours in Children. 
(Om Diagnosen af Hjernetumor hos Born) 

S. Heino. Ugeskrift for Lager (Ugeskr. Leger] 108, 
971-975, Aug. 29, 1946. 9 refs. ; 


Of a total of 17,802 admissions to the Children’s 
Department of the Rigshospital, Copenhagen, there were 
46 cases of cerebral tumour, or 0-26%. The author 
analyses in detail 7 cases (3 males and 4 females) admitted 
during 2 years, the ages of the patients ranging from 
2 months to 8 years. In all 7 cases the tumours were 
subtentorial—namely, 5 medulloblastomata, 1 ependymo- 
blastoma, and 1 plexus-papilloma. Papilloedema was 
apparent in only 2 of the 7 patients on admission. In 
3 of the cases mistakes were made in diagnosis, though 


the period of observation had been very long. A frank 
statement of the pitfalls and errors in these 3 cases is 
given in detail. The author wishes to stress that cases 
of unexplained vomiting in children should suggest 
the possibility of a diagnosis of cerebral tumour. Head- 
ache develops comparatively late on account of the 
separation of the sutures. Epigastric pain may even 
further obscure the diagnosis. Repeated examinations 
of these children are necessary, especially of the optic 
disks. 

The conclusions drawn are that the differences in the 
symptomatology of cerebral tumour in adults and children 
are chiefly due to the increased occurrence of subtentorial 
growths, especially medulloblastomata in the latter, 
Increased intracranial tension is partly compensated by 
the separation of the sutures in the cranial bones, 
Absence of papilloedema should never exclude the 
possibility of further investigation. Most of the patients 
were admitted with such diagnoses as nervous anorexia, 
hysterical vomiting, post-infectious asthenia, and chorea 
minor. The 3 case histories given are illuminating, 

R. Strém-Olsen 


202. Combined Degeneration of, the Spinal Cord 
associated with a Hypochromic Anaemia and Achylia. 
(Gecombineerde Sirengdegeneratie bij hypochrome 
anaemie cum achylia gastrica) 

A. VERJAAL. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 3, 1076-1082, Aug. 31, 1946, 
2 figs. 


A combined degeneration of the spinal cord is nearly 
always regarded as a concomitant of pernicious anaemia, 
but the author has recently seen several cases where this 
was not so. He points out that German neurologists 
have also noted the association of other factors than 
pernicious anaemia with subacute combined degenera- 
tion, and describes in detail 2 of his cases observed from 
early 1943 to the present time. 

The first patient was a woman near the menopause, 
who complained of difficulty in walking. The positive 
findings on physical examination were exaggerated knee- 
and ankle-jerks, a positive Babinski sign, loss of vibration 
sense Over the skin, and a mildly positive Romberg sign. 
Gastric analysis showed achylia. Blood examination 
revealed a hypochromic anaemia (erythrocytes 3,660,000; 
haemoglobin 64°; colour index 0-87). She was treated 
for a number of months with normal gastric juice, liver, 
and iron without effect. Two years later, on account of 
her increasing menorrhagia, a fibroid was removed and 
she was sterilized by x rays. This cured the anaemia, 
but the symptoms and signs of combined degeneration 
remain unaltered after nearly 4 years’ observation. 

The second patient was a man, aged 61, whose only 
complaint was of difficulty in walking. He also had 
exaggerated knee- and ankle-jerks and a_ positive 
Babinski sign, with a spastic gait. He had an achylia 
gastrica and a blood examination revealed a hypochromic 
anaemia (erythrocytes 4,420,000; haemoglobin 75%; 
colour index 0-85). In this case also prolonged treatment 
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with liver and iron was useless. The anaemia has not 
altered substantially in 3 years. The neurological con- 
dition has got worse, since the posterior columns as well 
as the lateral ones are now involved. The patient has 
jost his vibration sense, has developed incontinence of 
urine, and is now very ataxic with a tabetic gait. 

The author has searched the literature for accurate 
descriptions of similar cases, but finds only vague 
references to their occurrence. It is often stated that 
they must be preliminary stages of pernicious anaemia, 
which he thinks unlikely. The correlation of the anaemia 
and cord degeneration is difficult to understand. 

S. S. B. Gilder 


203. Friedreich’s Ataxia. 
Study of Three Cases) 

H. A. Lipson and J. M. DeNaropt. Diseases of the 
Nervous System [Dis. nerv. System] 7, 261-267, Sept., 
1946. 4 figs., 7 refs. 


Familial Hereditary 


Three cases of Friedreich’s ataxia are reported in a 
father and two sons. The father’s parents are apparently 
not affected, though it is possible that his paternal grand- 
mother was. In all 3 patients severe pain in the thighs 
has preceded other symptoms, and in all 3 there has 
been a history of severe attacks of epistaxis in childhood; 
no suggestion is made as to the aetiology of the epistaxis, 
the significance of which is not clear. 

[Many laboratory and clinical tests are referred to by 
eponyms, and some of these will certainly not be familiar 
to many readers.] Hugh Garland 


PSYCHIATRY 


204. The Psychoneurotic Aspect of Stuttering. 
bégaiement considéré comme psychonévrose) 

M. MussariA. Journal Belge de Neurologie et de 
Psychiatrie [J. belge Neurol.] 44-46, 279-285, April, 1946. 
6 refs. 


(Le 


Working at a Red Cross Health Centre and a Medico- 
Social Centre, the author has the opportunity of study- 
ing young children ; she finds that those who stutter show 
very early that they are of neuropathic disposition. Even 
at the age of 4 years a tendency to isolate themselves 
isnoted. They lack confidence, are timid, irritable, and 
difficult. They very soon manifest a marked fear of 
those words and sounds which appear to them difficult to 
pronounce. Unfortunately, this state of affairs is made 
much worse by parents who ridicule them, mock them, 
and force them to repeat the words they stumble over. 
It is particularly at the time of starting school that 
these children first show their phobia. They try to 
avoid the difficult words, and prefer refuge in silence to 
the general laughter which follows a failure to get the 
words out. Stutterers are extremely sensitive childgen, 
and the jibes of their fellows fill them with anguish. 
They show a tendency to replace words with gestures, 


to pretend not to hear when questioned, and to forget 
what they were going to say; in short, to avoid speech 
by any means they can. All adult stutterers speak of the 
fears and depression of their school years. 

The fear complex, so characteristic of the neuropathic, 
makes the child the victim of every new situation. 
Although they are usually intelligent, and often gifted, 
they show their neuropathic disposition as soon as they 
are addressed in the classroom. Once such a child is 
seized with fear of certain words it will never speak 
normally without complete re-adaptation. A _ typical 
egocentricity and complete lack of social sense are seen 
in the stutterer. Psychic trauma is much deeper in them 
than in other subjects, because they have not the normal 
tendency to automatic repair. Heredity and a neuro- 
pathic background in the home serve to aggravate the 
trouble. The stuttering child reacts like every neurotic 
child by a movement of flight. It is so typical that it 
betrays itself in his every look and movement. The 
author quotes 5 cases of neurotic children who stuttered. 
They are described variously as timid, solitary, emotional, 
unstable, asocial, anxious, and psychasthenic. 

The adolescent who has not been re-educated finds 
his mental equilibrium more upset than ever. There 
are indeed stutterers who have arrived at some sort of 
solution of their speech problems by this time, but it 
is in an entirely artificial way and leaves a deep scar on 
the mind of the subject. He creates a mask for himself 
and holds his personality together with a false sense of 
security. The insecurity of this edifice, so painfully 
erected, is revealed at once in the face of emotional 
shock or unpleasant memory. In these circumstances 
stutterers lose all the mastery of speech which they 
acquired with such difficulty. It is not possible really 
to cure speech disorders without going right back to the 
source of the trouble. The stutterer, finding it difficult 
to live with his world, tends to live against it. He is 
constantly on the defensive. He is dominated by the 
thought that he cannot talk, and it is this domination 
which translates itself into the fact that he cannot talk. 
In the re-education of these patients it is necessary to 
provide constant opportunities for them to meet strangers, 
in order to practise facing unexpected situations. All 
stutterers show a tendency to flight, to build up a barrier 
of things over which they can exercise unquestioned 
authority. The wish for power is very noticeable in 
their dreams. 

The author quotes the case of a young man of 20 who 
came for speech therapy. He spoke quite clearly until 
he discussed the subject of his attitude to his mother and 
to all women, whom he professed to hate; it was then 
that his speech became almost unintelligible. When the 
subject was dropped, he calmed down and again spoke 
without any impediment. Some stutterers come out of 
the struggle with colours flying, having discovered their 
own weapons for fighting their disability. But such cases 
are rare, and as a rule it only needs some emotional 
conflict to start them stuttering again. Speech therapy 
should go hand in hand with psychotherapy, and the 
only system of re-education which has a chance of success 
is one that keeps count of that fact. 

Frank Sargent 
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205. Hysterical Manifestations after Cardiazol Treat- 
ment. (Crises cardiozoliques hystériformes (catalepsie, 
anesthésie, etc.). Etude des réactions psychogalvaniques) 
P. Divry and J. Boson. Journal Belge de Neurologie et 
de Psychiatrie [J. belge Neurol.] 44-46, 249-264, April, 
1946. 6 figs., 5 refs. 


The case described has a double interest: a type of 
reaction to cardiazol hitherto unrecorded and an experi- 
mental psychogalvanometric study of hysteria. The 
patient was a young woman of 20 suffering from mucous 
colitis who for 24 years had had emotional attacks; 
these attacks had at first been related to the menstrual 
periods, but during the last 6 months had increased in 
frequency and intensity until they were weekly occurrences. 
She sometimes fell during an attack, but never hurt herself. 
Consciousness was retained and amnesia did not follow. 
A fairly large dose (6 ml. of 15% cardiazol, equivalcut to 
0-9 g. of pentamethylenetetrazol) given intravenously 
produced a hysterical attack, in the course of which 
there were waxy flexibility, segmental anaesthesia, 
anarthria, and aphonia, but retention of consciousness; 
immediately afterwards there were fixation amnesia and 
partial retrograde amnesia. Ultimately amnesia _per- 
sisted, with relative amnesia for the various details of 
the attack. There was also total anaesthesia, dis- 
appearing segment by segment. Consciousness remained 
intact during the attack, as was evident from the fact 
that the patient responded to orders by a prearranged 
signal, blinking in token of affirmation. This induced 
attack differed completely from the spontaneous ones. 

The permanent electrical resistance of the skin, very 
variable in this patient in her normal state (as much as 
25,000 ohms), became remarkably stable during the attack ; 
the psychogalvanometric response to all stimuli, which 
was intense in the normal state, was suppressed. The 
permanent resistance rose sharply after an injection of 
evipan’ sodium, just as in normal sleep. Affective 
(emotional) stimuli as well as sensory stimuli did not 
produce any response, though they were always perceived 
by the patient’s conscious mind. The same held good for 
ordinary sensory stimulation in the anaesthetic zone. 
Electrical responses to moderate and intensely painful 
stimuli reappeared relatively feebly and after prolonged 
latent periods, in proportion as the anaesthesia dis- 
appeared, segment by segment. It seems that there is, 
therefore, a biological basis for this atypical kind of 
recovery of sensation. Response to emotional and 
sensory stimuli eventually reappeared completely. 

All attempts at suggestion had failed in this patient, 
whether direct during the waking state, hypnotic, under 
narcosis, during cardiazol shock or immediately after 
coming out of it. Similarly, counter-suggestion failed 
in the anaesthetic phase. The hysterical attacks showed 
remarkable uniformity of evolution with the usual doses 
of cardiazol. They were in no way affected by questions 
or attempts at suggestion at any time. They did not 
appear with weak doses of cardiazol. This case con- 


stitutes an additional argument that hysteria has a 
physiopathological basis, and is not purely and simply 
a morbid suggestibility, still less a kind of motivated 
dissimulation. 


Frank Sargent 


206. Predicting Length of Hospitalization of Menta 
Patients 
H. W. DuNHAM and B. N. MELTZER. American Journg 


of Sociology [Amer. J. Sociol.] 52, 123-131, Sept., 1946, 


15 refs. 

The authors sought a formula, more reliable than 
contemporary clinical methods, which immediately op 
admission could be used to predict the length of time g 
given patient would stay in hospital. They attempted 
to find an alternative for the conventional methods of 
psychiatric prognosis and not to improve them. First 
they selected a sample of 288 cases of schizophrenia and 
manic-depressive psychosis, and determined the period 


of hospitalization of subgroups classified according to — 


the presence or absence of factors commonly regarded 
as of prognostic significance. Thirty factors were cop. 
sidered, such as age, sex, race, marital status, intelligence, 
insight, economic status, and family history of mental 
disorder. From these results they weighted the factors 
appropriately and obtained a score for each individual, 
which was then correlated with the number of days he 
stayed in hospital. They employed the method of 
tetrachoric correlation, dividing the prognostic scores 
into “low” and “ high” and the length of hospitaliza- 
tion into “short” and “long.” [The choice of this 
method is open to criticism.] _On'the original sample of 
cases thy obtained a coefficient of 0-53-+0-05, but in 
new samples of 184 and 217 cases the coefficients were 
0-22-+-0-08 and 0-18--0-07. 

The authors then sought a simpler formula, utilizing 
only those factors which correlated significantly with the 
length of hospitalization and which had low intercorrela- 
tions with one another. Five factors were correlated 
with the length of hospitalization—namely, duration of 
psychosis before hospitalization (0-53), psychiatric prog- 
nosis (0-45), marital status (0-32), insight (0-30), and 
age (0-23). Psychiatric prognosis and age, however, 
were more highly correlated with duration of psychosis 
before hospitalization than they were with length of 
hospitalization, and these two factors were omitted from 
the new formula. In the case of the sample from which 
it was derived the new formula provided scores which 
gave a correlation coefficient of 0-58 +-0-05, and correla- 
tion coefficients of 0-30-+40-06 and 0-22+-0-07 in other 
samples. 

Comparison of the accuracy of the second formula 
in predicting the length of hospitalization with that of 
psychiatric prognosis was in favour of the formula, 
when all cases were considered. When only those cases 
were considered in which a definite psychiatric prognosis 
was made, the comparison showed psychiatric prognosis 
to be the more accurate. D. Russell Davis 


207. Treatment of Psychoses with Sulphonamides. 
(Psychoses et sulfamidothérapie) 

A. Leroy. Journal Belge de Neurologie et de Psychiatrie 
[J. belge Neurol.] 44-46, 271-278, April, 1946. 
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VIRUS DISEASES « 


208. Smallpox in the Vaccinated : 
FE. T. CONYBEARE. Practitioner [Practitioner] 157, 
191-199, Sept., 1946. 7 refs. 


Owing to increase in air travel it is unlikely that 
Britain can continue to enjoy the relative freedom from 
smallpox which was so marked a feature of the years 
immediately before and after the outbreak of war in 
1939. In several recent outbreaks caused by smallpox 
contacts arriving in this country from abroad, attention 
has been drawn to the occurrence of the disease in 
vaccinated persons, among whom it sometimes produces 
forms of clinical illness which are difficult to recognize 
as smallpox. It is hoped by this article to stimulate 
reference to the almost classical treatise of Ricketts and 
Byles (The Diagnosis of Smallpox, London, 1908) and 
the more recent monograph of Marsden (A Critical 
Review of the Clinical Features of 13,686 Cases of Smallpox 
(Variola Minor), 1936) in respect of this particular aspect 
of smallpox. 

The protective effect of vaccination is most evident in 
relation to the focal eruption of smallpox. In the 
first place the numerical severity of the rash can be 
reduced, and secondly, the whole or part of the lesions 
can be considerably modified in respect of size, position 
on the skin, speed of development, and the stage at which 
resolution and healing occur. Vaccination can also 
shorten the duration, reduce in severity, or abolish 
altogether the pre-eruptive fever. When a complete 
immunity to smallpox conferred by vaccination wanes, 
there is first a return of liability to the toxaemic fever, 
then a return of susceptibility to eruptions of varying 
numerical severity, but in which a majority of lesions 
are still much modified, arid finally a complete loss of all 
artificial immunity. Aitiiough a precise assessment of 
the degree of immunity possessed by a vaccinated person 
is at present impossible, it is probable that some indication 
of individual capacity to resist smallpox may be obtained 
by a careful observation of the skin reaction at the site 
of a re-vaccination. 

Smallpox in the vaccinated may be divided into 4 
clinical categories: (1) Cases without focal eruption. 
Vaccinated persons infected at any early stage of waning 
immunity may react with a brief feverish illness without a 
typical eruption. (2) Cases with a minimum focal 
eruption; here the total number of lesions may be very 
small and much modified. (3) Cases with moderate 
focal eruption; these nearly always show a centrifugal 
distribution pattern. (4) Severe casés, with confluent 
and suppurative lesions. In some cases the initial illness 
is exceptionally severe and accompanied by a generalized 
haemorrhagic erythema. Such cases are often fatal 
before the outcrop of any focal eruption. 

It is suggested that in future greater use should be made 


G 


79 


of laboratory tests on cutaneous material from suspected 
cases with a mild or moderate focal eruption. Virus 
can sometimes be detected by the direct examination of 
stained smears from early lesions. Variola antigen can 
be detected by a complement-fixation test on vesicle 
fluid or crusts, although it may take up to 48 hours or 
longer to obtain a result. J. Fanning 


209. Pathologic Findings in the Lungs of Five Cases from 
which Influenza Virus was Isolated 

F. L. S. JoLLirFeE, M. W. BARNes, and M. 
FINLAND. American Journal of Pathology [Amer. J. 
Path.| 22, 797-819, July, 1946. 6 figs., 9 refs. 


Up to the present the influenza virus has been isolated 
post mortem from the lungs in only 3 cases, each of 
which yielded Staphylococcus aureus. The isolation of 
influenza A virus is recorded from 5 additional cases, in 
1 of which the virus was serologically distinct from the 
others. In 3 of the 5 cases (the patients’ ages ranged 
from 18 to 61 years) pyogenic cocci were isolated: 
Staphylococcus aureus, Staph. aureus with B-haemolytic 
streptococci, and pneumococcus type I. The lungs of 
the remaining cases appeared bacteria-free. Detailed 
morbid anatomical and histological examinations were 
made: involvement of the respiratory mucosa occurred 
in the 3 cases with bacterial infection, but was not 
found in portions of the lung which were apparently free 
from bacterial invasion. The lungs in 1 of the 2 bacteria- 
free cases presented the typical picture of a pure 
virus pneumonia—oedema, fibrin, monocytes, red 
cells, and some polymorphonuclear leucocytes in the 
alveoli, many of which were lined by a dense acidophilic 
hyaline membrane; the changes were diffuse throughout 
all the lobes. A striking ante-mortem finding in the 
blood was a polymorphonuclear leucopaenia in the cases 
with concurrent bacterial infection of the lungs and a 
leucocytosis in the bacteria-free cases. 

W. S. Killpack 


210. The Mechanism of Local Immunity in Epidemic 


Influenza. [In English] 

V. D. SoLoviev and V. A. PARNES. Comptes Rendus 
(Doklady) de I’ Académie des Sciences de ?URSS [C.R. 
Acad. Sci. URSS] 51, 159-161, Jan. 20, 1946. 3 figs., 5 
refs. 


The nasal secretions of certain normal persons have 
the property of inactivating influenza virus. The 
observations of Burnet, Francis, and others suggest that 
the agent responsible for this property is antibody that 
has escaped from the blood. The present authors have 
confirmed that nasal secretion has this virus-inactivating 
property. They report that the activity of the virus- 
inactivating substance rises in convalescence from 


ental 
‘rnal 
on 
ne a 
Pted 
First 
and 
Tiod 
g to 
rded 
nee, | 
ntal 
tors 
lual, | 
S he 
| of 
ores | 
= 
this 
le of 
it in 
were 
‘te 
the 
rela- 
ated 
n of 
rog- 
and 
ver, 
Osis 
1 of 
rom 
hich 
hich 
rela- 
ther | 
nula 
tof | 
ases 
Osis 
Osis 
is 
des. 
itrie 
|_| 
A 


80 VIRUS DISEASES 


influenza, parallel with an increase in serum antibodies. 
They found that nasal secretion not only neutralized the 
infectivity of virus, but also inhibited the agglutination 
of red cells by virus. Nasal secretion produced no 
bactericidal effect on the pneumococcus, haemolytic 
streptococcus, meningococcus, staphylococcus, or on a 
haemophilic organism of the influenza group. 

Rabbits were immunized with influenza virus in the 
form of mouse-lung suspension given on several occasions. 
The nasal secretion and serum of the animals were tested 
in parallel on a number of occasions for virus-neutralizing 
and agglutination-inhibiting powers. The results showed 
that there was a gradual rise in the antibody content of 
the serum and a parallel increase in the activity of the 
virus-neutralizing substance in the nasal secretion. The 
inactivating agent was found to be specific for the 
influenza virus A used in the immunization procedure. 
In another series of experiments groups of rabbits were 
immunized, in parallel, by intravenous and intranasal 
inoculation of. virus, the same dosage being employed in 
the 2 groups. The increase in antibodies was found to 
occur similarly in the 2 series. 

The results of these experiments, with those previously 
reported, leave little room for doubt that the virus- 
neutralizing substance in nasal secretion is derived from 
serum antibody, and that this antibody is not produced 
locally in the nasal mucosa. It is probable that the anti- 
body content of nasal secretion is an important factor in 
influenzal immunity. A. J. Rhodes 


211. A Report on the Recent Epidemic of Dengue in 
Beirut, Lebanon, and some of its Complications 

J. K. Hirm and A. A. KHAIRALLAH. Journal of the 
Palestine Arab Medical Association [J. Palestine Arab 
med. Ass.) 1, 150-153, July, 1946. 5 refs. 


The word “ dengue” is said to be a corruption of 
** dandy’, applied to the stiff carriage of those affected. 
It is suggested that the word is really derived from the 
Arabic designation “* humma d’dang (dank) ”’, humma 
meaning fever, “‘dank”’ extreme weakness and fatigue; 
more commonly in Cairo it is called “ abu rukab ’— 
father of knees. Beirut has had previous epidemics of 
dengue. The outbreak in 1945 found its way from Tur- 
key to Aleppo and thence to Antioch and along the 
coast to Latakia, Tripoli, Beirut, and Sidon. Few cases 
were reported from Tyre or Palestine, while in the interior 
at Damascus, Homs and Hama, there were only cc- 
casional cases. The lateness of the rains and the cold 
weather made the epidemic more protracted. It is 
estimated that in Beirut there were about 100,000 cases. 
At the beginning of the epidemic cases were severe and 
showed many more complications than is usual with 
dengue. Haemorrhages were seen in the form of 
epistaxis, haematemesis, and haemoptysis. Epistaxis 
occurred sometimes on the first day, more often on the 
fourth day or later. In 2 cases epistaxis could be con- 
trolled only by packing the nostrils with cotton wool. 
Haematemesis was seen in severe cases in which vomiting 
continued for several days. Two cases with supposedly 
quiescent gastric ulcers bled profusely, and one required 


three transfusions. Severe haemoptysis was scen in q 
few cases in which there was no evidence of pulmo. 
nary tuberculosis. Petechiae under the skin were 
common and purpuric spots took a long time to disappear 
after the fall in temperature. In a family with a haemor. 
rhagic diathesis two members produced fresh crops of 
purpuric spots for a month. More ocular disturbances 
were seen than in any previous dengue epidemic. One 
woman developed blindness in the left eye on the third 
day of dengue fever: she had retinal haemorrhage with 
oedema and congestion. Four cases of corneal ulcera- 
tion were seen and 2 cases of dacryocystitis, developing 
on the fifth day of disease. Severe headaches and 
prolonged asthenia were very common. One patient js 
said to have lost 5 kg. of body weight in 5 days. Menin- 
geal symptoms were frequent but tended to disappear 
with the fall in temperature. Encephalitic symptoms 
were seen in a small child who recovered. In convales- 
cence neuralgia was common and prolonged. Constipa- 
tion was the rule but some patients had a frothy diarrhoea. 
Acute gastritis with vomiting for a few days was present 
in many cases. Otitis media was fairly common, while 
the tonsils were red and swollen. No enlargement of the 
cervical lymph nodes was noted. A patient suffering 
from Hodgkin’s disease of the abdominal lymph nodes 
had an acute exacerbation with paftial intestinal obstruc- 
tion. No abortions or miscarriages were seen in females 
but menorrhagia was frequent. Although no accurate 
statistics were available the death rate is considered to 
have been about 1%. [Some of the complications are 
similar to those of the Greek epidemic of 1928.] 
G. M. Findlay 


212. Congenital 
Maternal Rubella 
L. P. WINTERBOTHAM. Medical Journal of Australia 
[Med. J. Aust.] 2, 16-19, July 6, 1946. 1 fig. 


Some statistical indirect evidence is adduced in support 
of the thesis enunciated by the Australian ophthalmo- 
logist N. M. Gregg (Trans. Ophthal. Soc. Aust., 1941, 3, 
35) and others that certain cases of congenital cataract, 
deafness, and cardiac and other defects occur apparently 
as a result of German measles occurring in the mother 
during the first 4 months of her pregnancy. As rubella 
is not a notifiable disease reliable information concerning 
its epidemic prevalence is difficult to obtain. It is 
known, however, that in Queensland the 2 principal 
outbreaks of rubella in recent years occurred in 1937 and 
1940. The author correlates with this fact : (1) a con- 
siderable increase in the number of cases of congenital 
deaf-mutism in 1938, as shown by the fact that no fewer 
than 48 new pupils enrolled in the Blind and Deaf School, 
Brisbane, in 1945, compared with an annual average 
admission of 7 ; (2) an increase in the number of deaf 
children born in 1940 now registering in the school ; and 
(3) the fact that deaths from congenital heart disease 
in the year 1941 reached the highest figure so far recorded 
for Queensiand. Similarly, in New South Wales, a thirty- 
fold increase in the number of children absent from school 
on account of rubella in 1940 as compared with 1939 is 
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correlated with a large increase in admissions to the 
school for the deaf of children born in 1941, and with 
an increased mortality rate from congenital heart disease 
in the same year. Similar correlations between epidemic 

revalence of rubella and increases of deaf-mutism and 
of infantile cardiac mortality are presented for the States 
of Victoria, South Australia, and Western Australia. 
This evidence, as the author remarks, is not conclusive, 
but presents at least a remarkable coincidence. — 

A graph illustrates clearly for the State of Queensland 
the wave of increase in the number of children born deaf 
which has occurred about every fifth year for the past 
42 years. The increase for 1941 was high and for 1938 
was enormous, and there is evidence suggesting a corre- 
lation with rubella for these 2 years. For earlier years, 
in the absence of information on the incidence of rubella, 
the correlation can be by inference only. In view of the 
importance of the social and economic questions involved 
it is rightly suggested that further wide investigations 
should be undertaken. Information: is required parti- 
cularly about apparently healthy children whose mothers 
are believed to have suffered from rubella in early 
pregnancy. Thus in Western Australia rubella has 
been made a notifiable disease, and in Queensland a 
survey is to be undertaken of all school children born 
in 1941 to ascertain whether the mother had suffered 
from rubella during that pregnancy, and, if so, what effect 
it has had on the child. Hi. Stanley Banks 
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213. Spinal Cord Circulation in Poliomyelitis 
N. NeLson. Science [Science] 104, 49-50, July 19, 
1946. 1 fig., 4 refs. 


A study of the distribution of paralysis in 1,200 
poliomyelitis patients at the Harvard Infantile Paralysis 
Clinic (1925-41) showed that there is a significant 
preponderance of paralysis of the left arm over paralysis 
of the right. Wher a limb is involved at all, more 
than two-thirds of its muscles on the average show 
demonstrable paralysis 3 weeks to 3 months after 
use, although over 95% of all poliomyelitis cases have 
at least one limb which escapes paralysis. The author 
suggests that alteration of the circulation of the spinal 
cord may be a factor in determining this selective 
distribution, and instances 5 cases in which residual 
paralysis was localized to a limb, or limbs, which had 
previously been subjected to strain or trauma. Reference 
is made to experimental attempts (at present in 
progress) by paravertebral block to alter the circulation 
of the spinal cord in animals and human beings with 
poliomyelitis, with a view to changing the course of the 
disease. A. Henderson-Begg 


214. Further Studies of Exposed Pulps as Portal of 
Entry for Poliomyelitis Virus 

M. S. AIsENBERG. Journal of the American Dental 
--ti_aaeaa [J. Amer. dent. Ass.] 33, 1109-1112, Sept. 1, 
946. 


215. The Effect of Thiouracil and Thyroactive Substances 
on Mouse Susceptibility to Poliomyelitis Virus 

D. F. HoLTMAN. Science [Science] 104, 50-51, July 
19, 1946. 3 refs. 


An investigation to determine the effect of metabolic 
rate on the susceptibility of Swiss white mice to polio- 
myelitis is reported. Three groups of 20, 8, and 36 mice, 
5 weeks old, were inoculated intracerebrally with 0-05 
ml. of a 3% suspension of infected brain cord; they 
were held at room temperature and given a daily dose 
respectively of 0-5 mg. of thiouracil—a recognized 
basal metabolic depressant—thyroid extract, and a 
thyroactive iodocasein (thyroprotein). A fourth group 
of 20 mice served as controls. The incubation time 
required to effect a 50% mortality is recorded as 5, 11, 
and 14 days in the 3 experimental groups as com- 
pared with 7 days in the controls. Previous experi- 
ments had shown that thyroactive substances create 
longer incubation periods in mice of 4-5 weeks old than 
in older animals ; the possibility of a critical metabolism 
range for virus growth is suggested to explain the 
experimental results. 

A. Henderson-Begg 


216. The Failure of Poliomyelitis Virus to Grow in 
Certain Protozoa of Sewage 

C. A. Evans and K. L. Osterup. Science [Science] 
104, 51-53, July 19, 1946. 2 refs. 


Experimental estimations of the amount of polio- 
myelitis virus in sewage have given rise to the 
suggestion that this virus may grow in some micro- 
organism constantly present in sewage. The authors 
have investigated the capacity of the naturally 
occurring micro-organisms in pond, lake, and river water 
to support the growth of the virus. They similarly 
tested cultures of specific protozoa commonly occurring 
in sewage—6 strains of the genus Bodo, 2 of Monas, 
and 1 each of Pleuromonas, Oikomonas, Tetrahymena, 
and Uronema. A pool of 12 strains of poliomyelitis 
virus prepared as a 10% suspension of monkey 
spinal cord was used to inoculate the waters under 
investigation, and serial weekly transfers involving 
ten-fold dilutions were then carried out. Material 
from each dilution was inoculated intracerebrally into 
monkeys. No evidence of poliomyelitis developed in 
any of the animals. Protozoal cultures were inoculated 
with 6 selected strains of virus, and subcultures involving 
hundred-fold dilutions of virus were made at intervals 
of 5 and 1 days. Samples from the second subculture 
were similarly tested for virus. Results were uniformly 
negative. A. Henderson-Begg 


217. Acute Poliomyelitis in Pregnancy. Ifs Occurrence 
According to the Month of Pregnancy and Sex of Fetus 
W. L. Aycock. New England Journal of Medicine [New 
Engl. J. Med.) 235, 160-161, Aug. 1, 1946. 1 fig., 8 refs. 


In a number of previous papers the author had drawn 
attention to the clinical impression that poliomyelitis 
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occurs with undue frequency during pregnancy. He 
now refers to records of 236 cases where the month 
of pregnancy in which the disease developed is known; in 
a further 9 cases symptoms were noticed within 2-23 days 
after delivery. He concludes that pregnancy does pre- 
dispose to acute poliomyelitis, and that there is a 
tendency for the disease to develop in the first trimester 
in women carrying a male foetus, and in the third 
trimester in those carrying a female foetus. 
A. J. Rhodes 


218. Resistance of Cotton Rats to the Virus of Polio- 
myelitis as Affected by Intake of Certain Purified Vitamins 
and by Sex 

H. M. Weaver. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 72, 6-16, July, 1946. 
3 refs. 


In this paper the author presents the results of a further 
series of experiments on the effects of the vitamin content 
of the diet on the resistance of cotton rats to polio- 
myelitis. He has previously reported the effects of a 
rachitogenic diet and of the intake of vitamin-B complex 
and vitamin A (J. Pediat., 1944, 24, 88; Amer. J. Dis. 
Child., 1945, 69, 26; J. Pediat., 1946, 28, 14). Having 
noted that clinical studies suggest that poliomyelitis tends 
to attack the better-nourished and more robust members 
of a family, who would presumably have taken, or been 
able to absorb, more vitamins than the others, he now 
deals with the effects of high-vitamin diets, and also adds 
observations on the relationship of sex to susceptibility. 

The animals used were again cotton rats and the virus 
was the Armstrong-Lansing strain. The experimental 
rats and the controls both received good diets with addi- 
tional purified vitamins, but the experimental rats 
received 10 times the quantity of additional vitamins. 
Both groups took their diets well. The following were 
the effects studied: (1) Response to three-way inocu- 
lations (intracerebral, intranasal, and subcutaneous) and 
to intracerebral inoculation alone. (2) Response to 
introduction into the alimentary tract (as a food con- 
taminant, under the mucous membrane of the pharynx, 
instillation into the stomach and colon and intraperitone- 
ally). (3) Response to inoculations into the respiratory 
tract (nasal and tracheal instillation). (4) Response to 
subcutaneous and intracardiac inoculation and to contact 
with a rat suffering from the disease. All the rats 
which were not paralysed after their inoculation were 
given a three-way re-inoculation after 25 days. 

None of these experiments yielded results suggesting 
that either the caloric intake or the vitamin content of 
the diet altered susceptibility to the virus. The incidental 
findings were that injection of the virus under the 
pharyngeal mucosa appeared much more potent in causing 
paralysis in females than in males, in both control and 
experimental animals, the reason for which is obscure, and 
that rats developed a marked resistance to intracerebral 
inoculation if they had previously been inoculated 
intraperitoneally or by pharyngeal, cardiac, or sub- 
cutaneous injection. This resistance was noted in‘ the 
author’s previous experiments and was independent of 
diet and sex. Wilfrid F. Gaisford 


219. Poliomyelitis in North Carolina 
C. P. Stevick. North Carolina Medical Journal (N.C, 
med. J.) 7, 297-304, July, 1946. 13 figs., 2 refs. 


In 1944 the State of North Carolina had the largest 
number of cases of poliomyelitis ever reported. The 
average annual number of cases in non-epidemic years 
in this State is 64, but in 1944 there were 878 (23-0 cases 
per 100,000 population). The only other epidemic of 
comparable size was in 1935 (675 cases, or 21-3 per 
100,000). July and August are the peak months of 
incidence in this State in the non-epidemic years, while 
in 1935 and 1944 June and July were the heaviest months. 
It can be said that the annual poliomyelitis cycle runs 
from April to April, with a rapid rise in May and June, 
and a long gradual decline after this peak. 

In 1944 the disease appeared in a widening circle 
around the original area, and the first counties to be 
heavily involved were the first to sho-v a decline in the 
number of new cases. Most of the patients were 
between 1 and 15 years of age, although approximately 
6% of the cases occurred in persons over 20. The inci- 
dence of poliomyelitis in the 1944 epidemic was definitely 
lower in infants under 6 months of age than in those 
aged 6-12 months, perhaps due to transmission of 
maternal antibodies. White persons seemed to be more 
susceptible to attack than coloured people. The case 
fatality rate for white males in 1944 was 4-6%, and for 
females 4-2%. The case fatality rate in the coloured 
population was 45%. There was a definite reduction 
in the case fatality rate from 6°4% at the age of 1 year 
to nil at 5 years; after a period of low mortality (2—5%) 
from 5 to 20 years, there was a rapid increase in mortality, 
in the older groups, reaching 50% at age 55. 

In 1944 there were 17 instances of 2 cases of polio- 
myelitis in a single family, and 1 instance of 3 cases ina 
family—a total of 37, or 4°% of all the cases reported. 

A. J. Rhodes 


220. Some Unusual Findings in an Epidemic of Anterior 
Poliomyelitis 

J. H. NicHOLson. New England Journal of Medicine 
[New Engl. J. Med.] 235, 214-218, Aug. 15, 1946. 17 
refs. 


The author describes an explosive outbreak of polio- 
myelitis in a southern military camp during March and 
April, 1945. Within 25 days 18 cases occurred with 
3 deaths: 10 cases presented symptoms of bulbar 
paralysis and these included the 3 fatalities in which 
the patients succumbed to respiratory failure despite the 
use of Drinker’s respirator. Pooled plasma and penicil- 
lin (average total 1,680,000 units) were given to half the 
cases with no recognizable effect on the course of the 
disease: it is noted that penicillin is reported as without 
effect on the virus of poliomyelitis. The Kenny hot- 
pack treatment was employed in 16 cases, and the author 
considers that the muscular spasm, soreness, and pain 
were definitely reduced thereby. None of the bulbar 
cases had suffered recent tonsillectomy, an operation 
whose relationship to this disease is well established. In 
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10 out of the 18 cases the cerebrospinal fluid cell count 
was normal, though in 3 instances there was an increase 
in total protein, the highest figure being 270 mg. per 
100 ml. This “* albuminocytological disassociation ”’ is 
compared with that described in the Guillain-Barré 
syndrome (infective polyneuritis), in which condition, 


however, the paralysis is more progressive, more diffuse, . 


and involves the facial nerve, though the diagnosis can be 
finally decided only by the isolation of a specific virus 
from the central nervous system. 

Jos. B. Ellison 


221. Food Poisoning as tae Etiological Factor in Polio- 
myelitis. Preliminary Report 

R.R. Scopey. Archives of Pediatrics [Arch. Pediat.] 63, 
‘322-354, July, 1946. 139 refs. 


This is a very long paper in which the author gives no 
experimental data of his own but quotes some 139 
workers in many rather disconnected fields who, in his 
opinion, support his views. He considers there is con- 
siderable evidence that poliomyelitis is not an infective 
disease; that either it is the result of some toxic substance 
in the food or that a histotoxic poison in the food in- 
fluences the susceptibility of the cells to virus penetration 
and implantation. The toxic agent which he considers 
responsible is hydrocyanic acid in various forms, and 
many of the statements he quotes deal with the pre- 
valence of hydrocyanic acid compounds in different fruits 
and vegetables, which, he suggests, are produced and 
consumed during the time of year when poliomyelitis is 
prevalent. He also quotes authors who, in his opinion, 
demonstrate that hydrocyanic acid can cause symptoms 
and some of the pathological lesions of poliomyelitis. 
He compares the hydrocyanic-acid content of plants 
according to season and rainfall, and finds similarities 
between this content and the geographical distribution 
and seasonal incidence. The pathological lesions in 
both cyanide poisoning and poliomyelitis are similar. 
He suggests that the high incidence of poliomyelitis in 
rural districts may be the result of the consumption of 
plant products when their hydrocyanic-acid content is 
high. [This is an outline of the author’s views, but the 
paper itself would have to be read before any judgment 
is possible as to the validity of his arguments.] 

W. G. Savage 


222. The Recovery of Poliomyelitis Virus from the Stools 
of Experimentally Infected Monkeys and Chimpanzees 

J. L. Metnicx. Journal of Immunology [J. Immunol.] 
53, 277-290, July, 1946. 2 figs., 15 refs. 


Virus can be readily isolated from the stools of patients 
suffering from poliomyelitis, but has less frequently been 
recovered from the stools of monkeys experimentally 
infected. The author has injected a number of different 
species of primates with various strains of poliomyelitis 
virus by the intra- and subcutaneous routes, intra- 
cerebrally, intraperitoneally, and by combined methods. 
The faeces of the animals were collected, prepared by 


ultra-centrifugation, and injected intracerebrally into 
rhesus monkeys to test for the presence of virus. Of 40 
tests of faeces from monkeys which developed the 
experimental disease after inoculation by various 
parenteral routes, 11 were positive. Of 6 tests for virus 
carried out on monkeys which failed to develop the 
experimental disease all were negative. It was of con- 
siderable interest to note that none of 4 inoculated apes 
developed paralysis, yet 3 excreted virus in their stools 
for 2 to 4 weeks. The existence of the symptomless 
faecal carrier state has thus been demonstrated in 
chimpanzees. It has been shown that virus can be 
detected in the stools of primates injected by parenteral 
routes. The presence of virus in the faeces in monkeys 
does not, therefore, indicate that the original portal of 
entry was necessarily the mouth or nose. Whether or 
not this is true for the human disease cannot be stated 
from these experiments. A. J. Rhodes 
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223. Effect of Reducing Agents on the Viability of 
Equine Encephalomyelitis Virus (Eastern Type) 

N. A. Laszorrsky. Canadian Journal of Research 
[Canad. J. Res.] E., 24, 119-133, June and Aug., 1946. 
13 refs. 


Lability of the virus of equine encephalomyelitis 
(Eastern type) in most diluents at 37°C. and room 
temperature caused difficulty in serum neutralization tests. 
Stability was increased by addition of the reducing agent, 
cysteine hydrochloride, at a concentration of 1 : 1,000. 
A suspension of virus showed no fall in titre for guinea- 
pigs, inoculated intracerebrally, after 3 months at 
+4° C., and after 44 years 0-1% of virus was still demon- 
strable, whereas a control saline suspension without 
cysteine was inactive after 3 months. At 37°C. in 
buffered normal saline with 1 : 1,000 cysteine hydro- 
chloride there was no loss of infectivity after 48 hours. 
After 72 hours, titre of virus had fallen from 10-® to 10-7 
and remained constant at 10-® between 96 hours and 6 
days; after 14 days virus was still present at 10-*. 
Without cysteine, titre fell in buffered saline from 10-* to 
10-* in 48 hours and no virus was demonstrated at 6 days. 
In normal saline virus had disappeared at 48 hours. 
Equal prolongation of viability was obtained with 
1: 1,000, 1: 6,000, and 1: 8,000 concentrations of 
cysteine hydrochloride in buffered saline at pH 6°9. 
Virus suspensions containing cysteine were equally stable 
at pH 4-8, 6-5, and 8-2, whereas in buffered saline alone 
there was more rapid inactivation at pH 5-8 than at 
pH 8-3. Virus survived for 48 hours at 37°C. in the 
presence of cysteine hydrochloride at values of Eh 
between —0-151 and +0-2 volts. Of two other reducing 
agents tested, concentrations of sodium formaldehyde 
sulphoxy «te between 1 : 2,500 and 1 : 10,000 slightly 
increased viability of virus kept at 37° C. for 72 hours; 
a 1: 800 concentration was ineffective. Survival of 
virus was not affected by 1 : 800 sodium thioglycollate 
and a 1 : 400 concentration increased inactivation. 

D. G. ff. Edward 
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224. Effect of in Vitro Cultivation on the Pathogenicity 
of Venezuelan Equine Encephalomyelitis Virus 

H. Koprowski and E. H. LeNNetTE. Journal of Experi- 
mental Medicine [J. exp. Med.] 84, 205-210, Sept., 1946. 
9 refs. 


These authors previously reported profound modi- 
fications in the pathogenic properties of the West Nile 
virus brought about by in vitro cultivation (J. exp. Med., 
1946, 84, 181). They found that cultured virus had 
practically lost its ability to kill mice 21 and 28 days 
old on peripheral inoculation, while its ability to kill 
the more highly susceptible younger mice was reduced or 
unaffected according to age. Virulence was essentially 
unaltered when mice were inoculated intracerebrally. 

A similar modification has now been brought about 
in the Venezuelan equine encephalomyelitis virus. Virus 
was cultivated in a medium consisting of 4 ml. of 10% 
normal human serum-Tyrode and 0-05-0-10 g. of finely 
minced chick embryo from which the central nervous 
system had been removed. Subcultures were made 
every 3-4 days and tested by mouse inoculation. Tests 
for invasiveness by extraneural routes were made in 
mice 3, 8, 14, 21, 28, 42, and 90-100 days old; the 
3-days-old mice were inoculated subcutaneously, the 
older animals intraperitoneally. Rabbits and guinea- 
pigs were injected intraperitoneally. 

The lethal effect of the virus on cerebral inoculation in 
mice was not obviously altered by 74 culture passages. 
The first indication that virulence by the extraneural 
route was being affected was obtained in the less sus- 
ceptible older mouse. Thus the LD 50 titre for mice 
90-100 days old was 10~*-75 at the fifth passage; at the 
twenty-first passage it was 10-°-?®, An approximately 
similar attenuation was shown in mice 42 and 28 days 
old. There was no evidence that the pathogenicity of 
the virus for animals from 3 to 21 days old was 
affected. Rabbits and guinea-pigs are normally highly 
susceptible to Venezuelan virus by peripheral inoculation. 
After 54 culture passages, however, the virus was almost 
completely avirulent on intraperitoneal inoculation. 

Such variants of neurotropic viruses, unable to invade 
the central nervous system from the periphery, should 
prove useful for vaccination, provided the antigenic 
properties are retained and there is no risk of a sudden 
reversion to virulence. A. J. Rhodes 


OTHER VIRUS INFECTIONS 


225. Infectious Mononucleosis: Report of an Epidemic 
in an Army Post. Part II 

H. F. Wecusier, A. H. Rosensium, and C. T. SILLs. 
Annals of Internal Medicine {Ann. intern. Med.] 25, 236- 
265, Aug., 1946. 12 figs., 123 refs. 


The authors survey the literature relating to involvement 
of the cardiovascular system in infectious mononucleosis, 
and describe their findings in 556 patients. Fifty-three 
(9-5) had abnormal electrocardiographs, the commonest 
findings being an abnormal T wave, and a prolonged 
P-R interval. Further routine investigations failed to 
differentiate significantly cases in this group from those 


in which the cardiovascular findings were negative. The 
significance of the cardiac abnormalities is discussed 


with especial reference to vagus over-activity, and the . 


possible association of rheumatic fever. The authors 
conclude that an autonomic disorder is a likely explana- 
tion of their findings, but that actual involvement of the 
myocardium or its arteries cannot be excluded without 
prolonged observation of such cases and the examination 
of post-mortem material. 

Renal involvement, as evidenced by abnormal urinary 
findings, which was present in 17 (3%) cases, occurred 
early in the course of the illness, and was of brief duration. 
There were skin eruptions in 92 (16%) cases, and a 
variety of Jesions were manifested; these are described 
in some detail. The majority of the skin manifestations 
were of the type usually classified as toxic dermatoses, 
and represented the varying reaction on the part of the 
skin to toxins or allergens. Medication could reasonably 
be excluded in their aetiology. Lumbar punctures were 
performed in 9 cases in the series on account of severe 
headache and some degree of neck rigidity. The 
cerebrospinal fluid was normal in 6 of these cases. 
Significant abnormalities were present in only 1 case, in 
which cells and protein were markedly raised, and the 
clinical picture resembled lymphocytic choriomeningitis. 
Relapses occurred in 50 (9°) cases, 33 being seen during 
the first week. The duration of the afebrile period varied 
between 1 and 27 days. The incubation period, as 
determined by the shortest interval between the appear- 
ance of symptoms and the arrival of individuals at the 
camp, was 7 to 9 days. Laboratory findings, including 
blood counts, Paul-Bunnell tests, agglutinin-absorption 
tests, Widal, Kahn, and Wassermann tests, and bacterio- 
logical investigations, are fully described. Results in 
the majority of respects were similar to those of other 
investigators. 

Sulphadiazine therapy—2 g. initially and 1 g. 4-hourly 
thereafter—had no appreciabie effect on the course of 
the disease. A. Henderson-Begg 


226. Some Serological Aspects of Infectious Mononu- 
cleosis with Special Reference to the Use of Agglutinin- 
Absorption Tests in Diagnosis 

G. Dempster. Edinburgh Medical Journal [Edinb. med. 
J.) 53, 296-310, June, 1946. 23 refs. 


Following an outbreak of infectious mononucleosis 
at Larbert in 1943, the author conducted an in- 
vestigation into the serological diagnosis of the disease. 
One hundred and seventy sera from suspected cases 
were examined both directly by the Paul-Bunnell test for 
heterophile haemagglutinin, and by absorption tests with 
guinea-pig kidney and ox cells, using the technique 
described by Barrett (J. Hyg., Camb., 1941, 41, 330). 
In the direct test the tubes were incubated for 4 hours 
at 37° C., and placed in the ice-chest over night. They 
were read on the following morning direct from the 
cold. [The author later abandoned this practice; 
he recommends the more usual procedure of reading 
from 37° C.] 

The clinical diagnosis of infectious mononucleosis 
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was based on the occurrence of a characteristic blood 
picture, accompanied by fever, glandular enlargement, 
sore throat, or a combination of these symptoms. 
Short clinical notes are given on 6 cases in which the 
findings were in some respect atypical. Of the 38 cases 
in the series which were ultimately diagnosed on clinical 
and serological grounds as of infectious mononucleosis, 
25 (66%) gave a positive agglutinin-absorption test (titre 
of 1/40 or over following absorption with guinea-pig 
kidney); 10 (26%) gave negative tests; and the remaining 
3 cases (8%) gave an inconclusive result. Of the 25 
serum-positive cases only 14 gave a titre of 1/256 or over 
in the direct test. On the other hand, 30 cases of the 
series in which an alternative diagnosis was ultimately 
arrived at gave titres of 1/64 or over in the direct test. 
With regard to the differentiation between the 
haemagglutinins present in infectious mononucleosis, in 
normal sera, and in the sera of patients receiving serum 
therapy, evidence is presented in support of the contention 
that there is a non-specific stimulation of normal 
heterophile antibody in acute febrile illness. This 
agglutinin is specifically absorbed by a guinea-pig kidney 
suspension. In the case of patients who had received 
serum therapy the author was unable to demonstrate 
the complete absorption of haemagglutinin reported 
by other workers with either of the antigens employed. 
Of 19 such cases 6 gave titres of 1/256 or over in the 
direct test, and 13 of 17 sera examined showed partial 
absorption with guinea-pig kidney; 9 of 9 sera showed 
no absorption with the ox-cell antigen. Resistance to 
absorption with guinea-pig kidney antigen was noted in 
2 cases with no history of infectious ‘mononucleosis 
or serum therapy. Variations in the agglutinin titre 
were seen during the course of the illness in 16 cases in 
which sera were examined on two or more occasions. 
Highest titres were reached between the end of the 
second and third weeks, then a gradual decline was noted. 
The need for applying absorption methods in the 
routine examination of sera submitted for the Paul- 
Bunnell test is stressed. A. Henderson-Begg 


227. Herpes Simplex Encephalitis. A Report of Two 
Fatal Cases 

L. WHITMAN, M. J. WALL, and J. WARREN. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
131, 1408-1411, Aug. 24, 1946. 5 refs. 


This paper describes two cases of encephalitis due 
to the virus of herpes simplex. The first patient, a man 
aged 26, was admitted to hospital in a disoriented state. 
The cerebrospinal fluid showed an increase in cells, 
chiefly lymphocytes, and in protein. Coma developed, 
and there was a spastic paralysis of the right leg, with 
flaccid paralysis of the right arm; the right pupil was 
dilated. Death occurred 10 days after onset. The 
brain was found to be very soft, although the necropsy 
was performed 24 hours after death. There was an area 
of haemorrhage 2:5 cm. in diameter on the middle 
portion of the inferior margin of the right occipital lobe, 
but no other gross lesion. Microscopically the lepto- 
meninges were packed with lymphocytes and histiocytes, 


chiefly over the cortex but extending also to the medulla. 
In the pons and medulla there were scattered perivascular 
cuffs of lymphocytes in the grey and white matter. A 
few nodules of mononuclear cells were found surrounding 
destroyed ganglion cells. - Sections of cortex from the 
right parieto-occipital region revealed a severe malacia. 
In the deeper layers most of the ganglion cells had 
disappeared, leaving a large number of gitter cells of the 
“ signet-ring”’ type. In the transition zone between 
cortex and subcortical white matter, a number of astro- 
cytes contained rounded acidophilic intranuclear bodies 
associated with margination of the chromatin. These 
were not found in sections stained by haematoxylin and 
eosin, but were well demonstrated by phloxine-methylene 
blue. They were of the type A or herpetic variety. 

In the second case a man aged 28 was taken ill in 
Australia with headache, fever, nausea, and vomiting. 
He was somewhat confused. The right pupil was slug- 
gish in its reaction to light, and there was an inability to 


‘differentiate between smells. The cerebrospinal fluid 


showed an increase of cells and protein. On the evening 
of admission there were convulsions of the whole body, 
beginning in the face. On the next day the right 
abdominal and cremasteric reflexes were absent. The 
rectal temperature varied from 99° to 103-6° F. (37-2°— 
39-8°C.). A week after admission he was stuporous, 
the right pupil was dilated and the left constricted. The 
deep reflexes were present and equal, but the super-_ 
ficial were absent. The patient died the following day, 
after an illness of 11-12 days. At necropsy there was 
evidence of a patchy pneumonia. A small amount of 
subarachnoid haemorrhage was present around the 
peduncles and extended to the under surface of the right 
temporal lobe, which was very soft. There was a small 
area of softening in the right occipital lobe. Micro- 
scopically the lungs showed an inflammatory reaction 
in the bronchi, bronchioles, and peribronchial areas. 
The leptomeninges were infiltrated with histiocytes and- 
lymphocytes, chiefly over the cerebrum, but to a lesser 
extent over pons and cord. Perivascular cuffs of 
mononuclear cells were found in the cerebrum, pons, 
and medulla, but not in the cord. The main lesions 
occurred bilaterally in the temporal and occipital lobes. 
In the involved areas the ganglion cells were degenerate, 
there was a great accumulation of gitter cells, and a 
generalized proliferation of astrocytes and oligodendro- 
cytes. Again with phloxine-methylene blue, herpetic- 
type intranuclear inclusions were found in the astrocytes 
of the cerebral cortex, and occasionally in the 
oligodendrocytes. 

From pooled brain and cord tissue of the first case 2 
virus was recovered by inoculation of mice and guinea- 
pigs intracerebrally and intraperitoneally. More detailed 
tests showed that this strain of virus (known as 1) was 
present only in the cortex. A virus was recovered from 
case 2 by inoculation of mice and hamsters and was 
labelled strain 2. Strains 1 and 2 were both identified 
as herpes virus from the following properties: (1) Typical 
appearances, clinically and histologically, in inoculated 
mice, guinea-pigs, rabbits, and hamsters. (2) Typical 
appearance of pocks on the inoculated chorio-ailantois. 
(3) Cross-immunization experiments in mice showed the 
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complete identity of strain 1 with a known strain of 
herpes. Cross-neutralizatigon experiments confirmed 
this result. (4) Strain 2 was neutralized by herpes anti- 
serum, but not by antisera to many of the neurotrophic 
viruses. (5) There wascomplete cross-immunity between 
strains 1 and 2. There was no hesitation in identifying 
both agents as strains of herpes simplex virus. 

[There is authentic evidence that the virus of herpes 
simplex can cause severe nervous lesions, from meningitis 
to a fatal encephalomyelitis, and a number of such cases 
with full laboratory study have now been reported. It 
would not appear, however, that this herpetic infection of 
the nervous system resembles at all closely von Economo’s 
encephalitis lethargica. As is well known, the cause 
of this latter condition is in doubt, but some workers 
believe in its herpetic aetiology. The newer work on 
herpetic encephalitis does not tend to corroborate this 
view.] A. J. Rhodes 


228. Serum Amylase and Serum Lipase in Mumps 

S. CANDEL and M. C. Wueetock. Annals of Internal 
Medicine [Ann. intern. Med.] 25, 88-96, July, 1946. 
22 refs. 


A total of 684 serum amylase determinations were per- 
formed on 224 patients suffering from mumps, of whom 
68 developed orchitis and epididymitis. In 92-22% of 
the patients there were elevated values (over 320 units) 
of serum amylase at some time during the first 2 weeks of 
the disease. There was a progressive decrease in the 
levels of serum amylase from week to week, so that in 
the fourth week only 27-5% of the patients showed 
raised values. The complication of orchitis and 
epididymitis does not affect the serum amylase, the 
elevation of which is a complication of the parotitis 
alone. Hence as a clinical aid in establishing the 
aetiology of orchitis this test is of limited value, since, if 
the orchitis develops late in the disease, a normal serum 
amylase might be found. A raised serum amylase in a 
case of orchitis of doubtful origin would, however, point 
to mumps as the aetiological factor. There were normal 
serum lipase values in 89-5% of the patients, from which 
it is argued that the elevation of the serum amylase in 
mumps is a function of the parotitis and not an indication 
of a “ silent pancreatitis”. The parotid saliva is particu- 
larly rich in amylase as compared with the other salivary 
glands, and its damming back into the blood stream in 
parotid inflammation produces its elevated values in the 
serum. Serum amylase determinations were made on 
17 cases with conditions other than mumps in which 
there was swelling of the face or neck often in the parotid 
region—mostly cases of lymphadenitis. Only 2 of these 
showed elevated values. . 

[While it is clear from the paper that the serum amylase 
is raised in parotitis due to mumps the authors’ claim 
that the test is of value in the differential diagnosis of 
parotitis is not proved, since no clear evidence is brought 
forward to show that it is not raised in most cases of 
parotid disease. Indeed they acknowledge that elevated 
values are found in calculous obstruction of the salivary 
duct, in suppuration of the parotid, and in ligation of the 
parotid duct.] D. M. Dunlop 
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229. North Queensland Tick Typhus : A Comparative 
Study of the Rickettsia with that of Murine Typhus 

J. F. Funper and A. V. Jackson. Medical Journal of 
Australia [Med. J. Aust.] 2, 258-263, Aug. 24, 1946, 
1 fig., 7 refs. 


The rickettsial strains recently isolated by Andrew, 
Bonnin, and Williams in North Queensland from 
cases which, on clinical and epidemiological grounds, 
appeared to be a tick-borne form of typhus are compared 
with strains isolated from cases of murine typhus. The 
strains were established in the yolk sac of the chick 
embryo by the inoculation of a suspension of tunica 
vaginalis from infected guinea-pigs and maintained by 
serial yolk-sac passage. The tick-typhus strains caused 
earlier death of the embryo (third to fifth day) than was 
the case with the murine strains (fifth to sixth day), and 
growth was less abundant as evidenced by examination 
of stained yolk-sac smears. (Machiavello’s stain was 
adopted for routine purposes.) Growth in the case of 
the tick-typhus strains appeared to be slightly better at 
32° C., whereas murine strains grew more profusely at 
37°C, 

Intraperitoneal inoculation of guinea-pigs resulted in 
fever and scrotal reaction in the majority of animals in 
the case of all strains, the only differential feature noted 
being the more compact arrangement of the rickettsiae, 
with an appearance of distension of the host cell in the 
case of the murine infections. Cross-immunity tests in 
guinea-pigs showed that the tick-typhus strain was 
capable of conferring a partial immunity to subsequent 
infection with the murine strain and vice versa. 

Persistence of the strains in the brain of the white rat 
was investigated. Adult male white rats were inoculated 
intraperitoneally with yolk-sac or tunica suspension and 
killed at varying intervals ; brain suspensions were inocu- 
lated into guinea-pigs by the intraperitoneal route. 
Murine strains persisted in 10 of 13 tests, whereas in 
none of the 12 tests with the tick-typhus strains was 
rickettsia recovered. The tick-typhus strains were 
established in tissue culture, serum or serum-Tyrode-agar 
medium being employed, and inoculated with a mixture 
of minced chick embryo and infected yolk-sac suspension. 
Smears made at intervals from small fragments of tissue 
showed both intranuclear and intracytoplasmic forms, 
the former appearing as small compact clusters in contrast 
to the diffusely distributed intracytoplasmic forms. Tissue- 
culture material proved a satisfactory source of antigen for 
the complement-fixation test. The sera of 8 cases of tick 
typhus and those of 2 experimentally-infected guinea-pigs 
gave specific complement fixation in low titre with antigen 
prepared from infected yolk sacs, and failed to react with 
a murine antigen prepared in the same manner. 

The authors conclude that their findings confirm those 
of Andrews ef al. in demonstrating the existence in North 
Queensland of a type of typhus not previously described 
and showing differences of major importance from 
murine infections. The demonstration of intranuclear 
growth in tissue culture provides some support for the 
evidence for tick transmission of the disease. 

A. Henderson-Begg 
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230. North Queensland Tick Typhus : Studies of the 
Aetiological Agent and its Relation to other Rickettsial 
Diseases 

H. Piotz, J. E. SMADEL, B. L. BENNETT, R. L. REAGAN, 
and M. J. SNypDeR. Medical Journal of Australia [Med. 
J. Aust.) 2, 263-268, Aug. 24, 1946. 22 refs. 


A detailed study of the agent of North Queensland tick 
typhus is reported. The infection in guinea-pigs, inocu- 
lated intraperitoneally with infected yolk-sac suspensions, 
was charaeterized by a 3-day fever starting on the fourth 
day, and a scrotal reaction usually appearing simul- 
taneously with the pyrexia. Intracytoplasmic rickettsiae 
were observed in tunica impression smears. Suscepti- 
bility to the infection was variable, and no animals 
succumbed. In white mice the infection could be con- 
sistently induced only by intraperitoneal inoculation of 
agar tissue culture material. Rickettsiae could not be 
demonstrated in spleen smears from animals succumbing 
to the infection, nor could the disease be induced in 
further mice inoculated with spleen passage material from 
mice moribund after intraperitoneal inoculation with 
tissue culture material. Mice surviving the infection 
were fully susceptible to intraperitoneal challenge with 
Rickettsia orientalis. 

Growth was readily obtained in the yolk sac of chick 
embryos, death of the embryos regularly occurring 3 to 4 
days after inoculation. Growth was relatively poor 
throughout 86 yolk-sac passages. A more profuse 
growth of the agent was obtained in agar tissue culture, 
and rickettsiae were noted in the intranuclear position. 
Such a distribution has also been observed in Rocky 
Mountain, Brazilian, Colombian, and Mexican spotted 
fevers, South African tick-bite fever, and fiévre bouton- 
neuse, but not in cultures of epidemic murine or scrub 
typhus, or of “* Q ”’ fever. 

Guinea-pigs recovered from infection with the North 
Queensland strain developed specific complement-fixing 
antibodies reacting with antigens prepared from agar- 
tissue cultures of the homologous rickettsiae, but not 
with antigens made from 6 other rickettsial agents. 
Conversely, rickettsial antigens prepared from the tick- 
typhus strain did not react with known positive sera 
against these 6 heterologous strains. Cross-immunity 
experiments, on the other hand, demonstrated an apparent 
relationship between the agents of South African tick- 
bite fever, murine typhus, and North Queensland tick 
typhus. 

The guinea-pigs inoculated intraperitoneally with 
each strain developed specific complement-fixing anti- 
bodies for the homologous agent, and proved solidly 
immune to challenge with the infecting strain. The 
immune animals, however, also showed considerable 
resistance to infection with the heterologous strain. In 
the case of animals convalescent from infection with the 
North Queensland tick-typhus agent, this partial cross- 
resistance was shown to be effective up to 50 days follow- 
ing infection with the agent of South African tick-bite 
fever, but to be absent 8 months after infection. The 
solid immunity to the homologous rickettsiae, however, 
persisted 8 months after the original infection. The 
authors: discuss the results of these cross-immunity 


experiments with special reference to acquired cellular 
resistance, and stress the need for consideration of the 
time interval in such experiments. Sera from cases of 
North Queensland tick typhus were retested for comple- 
ment-fixing antibodies with the agar-tissue-culture 
antigen used in these experiments. Consistently negative 
results were obtained. Various factors are suggested to 
account for this divergence from the results obtained by 
Funder and Jackson (see Abstract 229). 
A. Henderson-Begg 


231. Dangers Associated with the Use of Living 
** Attenuated ” Typhus Vaccine 

J. F. Sapusk and H. KUHLENBECK. American Journal 
of Public Health [Amer. J. publ. Hith| 36, 1027-1030, 
Sept., 1946. 22 refs. 


Before the war several living typhus vaccines were 
available in which the rickettsiae were, so it was alleged, 
attenuated by physical or biological means. The 
Japanese apparently failed to realize that these vaccines 
were dangerous. 

In October, 943, there was an outbreak of typhus, 
involving 130 out of 420 fishermen brought back 
to Hakodate from the Yaina No. 2 fishing ground off. 
the Kamchatka coast on board the Shohu Maru of the 
Japanese-Russian Fishing Company. A bile-attenuated 
murine-type vaccine was prepared at the Kitasato Insti- 
tute. Between May 15 and June 10 some 11,000 persons 
were inoculated without incident in Hakodate. On 
June 11 a-group of 290 labourers was inoculated; 
beginning 1 week later 218 of this group developed fever, 
usually about 39° C., headache, giddiness, and pains in 
the body. The fever lasted some 14 days and 1 man 
died. Of the 72 inoculated persons who did not develop 
symptoms 12 had had typhus. 

[In Tunis in 1940 the dangers of using living murine 
typhus vaccine were so well recognized that its use for 
those of European birth was forbidden.] 

G. M. Findlay 


232. Tsutsugamushi Fever in Natives 
K. B. Noap. Medical Journal of Australia [Med. J. 
Aust.] 2, 20-21, July 6, 1946. 3 refs. 


The occurrence of scrub typhus among natives in New 
Guinea has rarely been observed, and many writers have 
postulated a natural immunity among them. The work 
of Hicks (Med. J. Aust., 1946, 2, 19) appears to support 
the theory of native immunity to the disease. Three 
cases are reported, in at least two of which the clinical 
appearances and agglutination titres for Bacillus proteus 
OXK proved conclusively that natives do suffer from scrub 
typhus in New Guinea. These 3 natives had recently 
moved from the coast to the hinterland of New Guinea, 
and it is suggested that natives may in such a way 
encounter a strain to which they are not immune. 

H. Stanley Banks 
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233. Streptomycin in the Treatment of Influenzal 
Meningitis 

J. R. BirMINGHAM, R. Kaye, and M. H. D. Smiru. 
Journal of Pediatrics [J. Pediat.] 29, 1-13, July, 1946. 
6 figs., 17 refs. 


In these cases the streptomycin hydrochloride was 
dissolved in normal saline and. injected intramuscularly 
(10,000—-50,000 units per ml.) or intrathecally (4,000- 
5,000 units per ml.). Intramuscular injections were made 
every 2-3 hours, intrathecal injections twice daily, daily, 
or on alternate days. The usual intrathecal dose was 
about 25,000 units (10,000—40,000) and the usual intra- 
muscular dose was 25,000 units (10,000—200,000) every 
2-3 hours. Treatment was continued for 8-22 days. 
Eight patients, 11 weeks to 6 years old, with meningitis 
due to H. influenzae, type B, were ‘zeated. Four 
recovered, 3 died, and in one the drug was given up in 
favour of sulphonamides and serum. 

The initial sensitivity of the organisms from the 
different patients was such that a concentration of 1-2- 
12-5 units of streptomycin per ml. was required to inhibit 
growth in vitro. In 2 of the patients, the concentration 
in the cerebrospinal fluid 24 hours after the intrathecal 
injection of 20,000 units was 25 and 60 units per ml. 
respectively. In 1 of the patients who failed to respond 
and who died the organism became streptomycin- 
resistant; initially it was inhibited by 3-9 units per ml., 
but after 10 days of ineffective treatment it was quite 
resistant to 250 units per ml. Of the other 2 patients who 
died, 1 appeared almost moribund on admission and 1 
received an inadequate amount of streptomycin. Few 
toxic manifestations occurred, and none of them was 
serious; they included erythema, urticaria, augmentation 
of meningeal signs, persistence of pleocytosis, local pain 
on injection, and mild shock on initial administration. 

It is concluded that streptomycin has a definite place 
in the treatment of influenzal meningitis, but further 
experience is required to ascertain the proper dosage and 
its relations to sulphonamides and to type-specific rabbit 
serum. F. Hawking 


234. Influenzal Meningitis. Report of Three Cases 
Treated with Streptomycin and Sulfadiazine 

S. NusspAuM, S. GOODMAN, C. RosINson, and L. Ray. 
Journal of Pediatrics [J. Pediat.] 29, 14-19, July, 1946. 
3 figs., 14 refs. 


Three children, aged 9, 15, and 16 months respectively, 
suffering from meningitis due to H. influenzae type B 
were treated with streptomycin and sulphadiazine. 
Streptomycin 50 mg. was given intrathecally each day 
until spinal fluid cultures were negative and there was 
definite clinical improvement, and 50 mg. was given 
intramuscularly every 3 hours until 3 g. had been given. 
All 3 patients responded dramatically to this treatment 
and recovered. It is considered that this recovery was 
due to the streptomycin, and that equally good results 
would probably have been observed if the sulphadiazine 
had been omitted. F. Hawking 


INFECTIONS 


235. Pfeiffer’s [Influenzal] Meningitis. (Pfeiffer-Menin- 
gitis) 

R. GRELLAND. Tidsskrift for den Norske Legeforening 
[Tidsskr. norske Lageforen.] 66, 463-468, Aug., 1946, 
633 refs. . 

In a review of the literature the author points out that 
influenzal meningitis is an uncommon disease (3% of all 
cases of meningitis in the U.S.A. from 1910 to 1924), 
which appears to have been increasing in recent years 
(5-6% of a series of 231 meningitis cases in Norway). 
The mortality is high, approaching 100%, especially in 
infants; some reduction was noted after the introduction 
of sulphanilamide therapy, but it was not until sulpha- 
pyridine and sulphathiazole were used that a significant 
improvement was obtained. Though the over-all mor- 
tality could be reduced to 50% the prognosis for infants 
was just as unfavourable. Treatment with sulphadiazine 
gave still better results (74°% recovery in a series of 23 
cases), especially in infants. Sulphadiazine has the 
advantage of maintaining a high concentration in the 
blood for a longer period. 

The author describes 13 cases of influenzal meningitis 
in Norway from 1940 to 1945. Eleven were in chil- 
dren up to 4 years of age and 2 were in adults. All were 
given sulphathiazole and sulphapyridine or both drugs in 
combination, while 2 also received penicillin intra- 
muscularly and intrathecally. Six died and 7 recovered; 
3 died shortly after admission, while 1 responded to 
treatment but relapsed fatally after 3 weeks. The 
dosage of sulphonamides was 0-01 g. per kilo body weight 
for adults, and 0-03-0-08 g. for infants. Of the 2 patients 
receiving penicillin, the first, aged 2 years 9 months, 
had been treated with sulphathiazole for 3 weeks without 
any success. Penicillin was then given at a rate of 
80,000 units intramuscularly every day for 5 days, and 
10,000 units intrathecally daily for 3 days. The tem- 
perature and cerebrospinal-fluid cell-count fell, and the 
condition of the patient improved. A relapse occurred 
in the fifth week, with the reappearance of Haemophilus 
influenzae in the cerebrospinal fluid. Treatment with 


penicillin was recommenced, 10,000 units being given. 


intrathecally every day. The patient became afebrile 
after 1 week and made a complete recovery. The second 
patient treated with penicillin, aged 2 years 3 months, 
received 10,000 units intramuscularly every 3 hours, 
and 10,000 units daily by lumbar puncture. Sulpha- 
thiazole was given on the fourth day at the rate of 
6 g. daily. Complete recovery occurred by the tenth 
day. 

These results are interesting in view of the known 
resistance of H. influenzae to penicillin in vitro. Strains 
vary, however, in their degree of resistance to penicillin, 
and the author did not test the strains isolated from his 
cases. Penicillin should not be given intramuscularly 
alone as it cannot pass the blood-brain barrier; it persists 
for 30 hours in the cerebrospinal fluid after intrathecal 
injection, and it is therefore sufficient to give it once daily 
by this route. The author recommends the following 
treatment: 0-1 g. sulphadiazine per kilo body weight 
every 4 hours, intravenously or intramuscularly, uaily 
lumbar puncture, with penicillin intrathecally, and also 
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intramuscularly to check bacteriaemia. The amount of 

penicillin given depends upon the severity of the case; 

in the author’s 2 cases 10,000 units daily was sufficient. 
D. J. Bauer 


236. The Treatment of Influenzal Meningitis. Present 
Position. New Perspectives in the Field of Prognosis. 
Sulphonamides Combined with Penicillin. (Tratamiento 
de la meningitis por Haemophilus influenzae. Estado 
actual de la cuesti6n. Nuevas perspectivas de prondéstico. 
Asociacion sulfamida-penicilina) 

J. BonABA. Archivos de Pediatria del Uruguay [{Arch. 
Pediat. Uruguay] 17, 321-362, June, 1946. 96 refs. 


The author reviews statistics of suppurative meningitis 
in infancy and childhood and finds that the incidence of 
Haemophilus influenzae infection varies between 6% 
and 25%. He contributes a further series of 85 cases of 
which 19 (22%) were caused by H. influenzae. Thirteen 
out of the 19 cases occurred in the first year of life. 

In evaluating new therapeutic agents in the treatment 
of influenzal meningitis he emphasizes that increasing 
age weights the results in favour of higher recovery 
rates. Specific serotherapy has consistently reduced 
the mortality from nearly 100% to 80°, but the value of 
sulphonamides alone is difficult to assess, since in most of 
the series reported these drugs have been combined with 
serum. The evidence available suggests that. sulphon- 
amides alone are no better than serum alone in reducing 
the mortality. The combination of sulphadiazine with 
specific antiserum lowered the mortality to 24% in a 
series of 75 cases reported by Alexander. However, the 
age distribution of the mortalities shows that in the group 
3-7 months the mortality was as high as 78%, and that 
in all the other groups up to 5 years the mortality was 
uniformly low and averaged 18%. Alexander suggests 
that the high mortality in the youngest group is due to 
delay in diagnosis with consequent delay in starting 
the treatment. Apart from this factor the success of the 
treatment depends on using type specific antiserum in a 
dosage high enough to ensure an excess of antibody in 
the patient’s serum. The severity of the infection is 
roughly correlated with the glucose concentration in the 
cerebrospinal fluid, and this fact provides a reliable guide 
to the initial dose of serum. 

In Uruguay Alexander’s serum has not been available, 
and hence the author has used sulphadiazine combined 
with penicillin. He now reports 11 cases so treated with 
8 cures and 3 deaths. The ages of the survivors varied 
between 14 months and 4 years, and of the infants who 
died between 3 and 14 months. The dose of sulpha- 
diazine was 0-2 g. of the sodium salt per kilo intra- 
venously, and 0-4 g. per kilo by mouth. The total daily 
dose varied between 3 and 4 g. The daily dose of 
penicillin was 40,000—60,000 units by intrathecal and 
20,000-40,000 units by intramuscular injection. This 
dosage was continued for 10 days and then reduced to 
half for the next 10 days. On the twentieth day the fuli 
dose of penicillin was resumed for a further 6 days or 
until the cerebrospinal fluid had returned to normal, 
since relapse was most likely to occur at this stage of the 


INFECTIONS 89 


treatment. The results suggest that the combination of 


sulphadiazine with penicillin is more effective than 


sulphadiazine alone and that a wider trial of this treat- 
ment is justified. 
[The author does not give values for the relative 
penicillin sensitivity of strains of H. influenzae isolated 
on culture from the cerebrospinal fluid.] 
H. M. Adam 


237. Salmonella suipestifer Infection in Children. A 
Report of Eighteen Cases 

J. A. Jones and H. F. Lee. American Journal of the 
Medical Sciences [Amer. J. med. Sci.) 211, 723-728, 
June, 1946. 37 refs. 


This is a detailed report of 18 cases admitted to the 
Children’s Hospital of Philadelphia over a period of 8 
years. Sixteen of the patients were under 2 years of age. 
None of the cases was of the food poisoning type and all 
were sporadic and unconnected. Vomiting occurred in 
4, and 9 patients had diarrhoea, mostly mild, but in 1 
patient it persisted for 25 days and 1 had gross blood in 
the stools. Fever lasting a few days was usually present; 
9 patients had suppurative otitis media and 5 some 
pulmonary symptoms. Most of the patients were not 
very ill, but two died. Blood culture was positive in 
14 out of 17 cases tested. None of the patients, however, 
developed evidence of localization of the infection, such 
as osteomyelitis or arthritis. Blood agglutination was 
tested in only 11 cases and was positive in 7, but the 
authors note that the tests were too infrequent to be of 
value. Stool cultures were carried out in all but one 
of the cases and 7 were reported as positive. 

As regards treatment 12 patients received sulphon- 
amide therapy and 6 had none. Various combinations 
of this group of preparations were given. No clinical 
effect upon the infection could be ascribed directly to 
the compound used. In addition the treatment included 
the maintenance of electrolytic and fluid balance plus 
blood transfusion when it seemed indicated. [It would 
have been interesting if evidence had been given that all 
the strains had identical antigens.] 

W. G. Savage 


238. The Treatment of Meningitis due to Haemo- 
philus influenzae with Streptomycin. A Report of 
Nine Cases 

L. WEINSTEIN. New England Journal of Medicine [New 
Engl. J. Med.|235, 101-111, July 25, 1946. 9 figs., 13 refs. 


Meningitis due to Haemophilus influenzae occurs most 
frequently between the ages of 3 months and 2 to 3 years; 
practically all cases are due to organisms of the type B 
of Pitman. The mortality in untreated cases is between 
90 and 100% for all age groups. Ten cases were treated 
with streptomycin. The ages of the patients ranged from 
4 months to 5 years; in all cases H. influenzae was 
isolated from the cerebrospinal fluid at the onset of 
treatment. Eight of these were Type B and two neither 
Type Anor Type B. Although some patients had already 


Din- 
ning 
946. 
that 
f all 
24), 
ay). 
y in 
tion 
yha- 
ant 
| 
ints 
‘ine 
23 
the 
the 
itis 
hil- 
ere 
Ta- 
od; | 
to 
‘he 
sht 
nts 
hs, 
ut 
of 
nd 
m- 
he 
ed 
us 
th 
en 
ile 
nd 
IS, 
a- 
of 
th 
ns 
n, 
is 
ly 
ts 
al 
ly 
it 
y 
° 


90 


received sulphonamides or penicillin, all treatment was 
suspended for 48 hours to obtain an active and pro- 
gressive infection, and to ensure that the results could be 
attributed to the one agent, streptomycin. Streptomycin 
was given by the intrathecal and intramuscular routes, 
dosage and time distribution being chosen arbitrarily. 
The usual procedure was to give between 50,000 and 
100,000 units intrathecally to begin with, and thereafter 
25,000 units intrathecally every 24 hours with 100,000— 
125,000 units intramuscularly every 3 hours. The total 
dosage varied between 3,300,000 and 9,500,000 units 
intramuscularly, and 300,000 and 475,000 units intra- 
thecally, except in the first case where a smaller dosage 
was used owing to shortage of supplies. The duration of 
treatment was 7 to 19 days for intramuscular injections and 
4 to 7 days longer for intrathecal injection. H. influenzae 
disappeared from the cerebrospinal fluid 48 hours after 
treatment in 8 cases. 

The patients were observed for 2 to 4 weeks after cessa- 
tion of therapy. No sequelae or toxic effects due to the 
antibiotic were noted, but 2 patients developed inter- 
current infection with Staph. aureus, meningitis and 
bronchopneumonia. The author recommends, there- 
fore, that a careful watch should be kept on the 
nasopharynx, and that as soon as Staph. aureus becomes 
the predominant organism in the nasopharynx, penicillin 
should be used in addition to streptomycin though there 
seems to be no need to combine the antibiotic with any of 
the sulphonamides or type specific antisera, except when 
there are no beneficial effects from the use of large 
amounts of streptomycin for at least 72 to 96 hours. 

E. H. Hudson 
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239. Morbidity of Tuberculosis—Statistical Aspects—II 
N. J. ENGLAND. Tubercle (Tubercle, Lond.] 27, 162-167, 
Oct., 1946. 1 ref. 


The author asks what is the basis upon which we 
organize our campaign against tuberculosis? We have 
fair information concerning the mortality it has caused 
and the way in which that mortality for the last 100 years 
has been steadily falling (with short war-time inter- 
missions), but yet we are ignorant of the exact influence 
or influences which have been determining this fall. 
Yet if accurate data were carefully collected and statistic- 
ally analysed much might be learned. When we turn 
to morbidity, ignorance monopolizes the field. We 
declare that early diagnosis permits successful treatment; 
but we are unsure whether early diagnosis should be 
planned by contact examination, by mass radiography, 
or the Bermondsey method, nor can we show by un- 
impeachable statistical evidence what is “ successful ” 
treatment when the early case has been caught. What 
certain evidence is there that treatment to-day is more 
successful than it was 40 years ago? Until we are certain 
whether treatment is more successful to-day, the only 
value of early diagnosis is the possibility of isolating the 
infection. Granted that mass radiography plus the 
Bermondsey method should be good for case-finding as 
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recommended by the Medical Research Council’s report, 
what next? Statistics dealing with B.C.G. vaccination 
are far from satisfactory (see Abstract No. 240); nor do 


_we know whether a positive Mantoux means a protected 


person or a potential patient. The radiograph of a child 
may be alarming, but clinical symptoms may be lacking; 
no follow-up evidence tells whether to treat the child 
at home or in an institution. Other interesting questions 
are also raised before the recommendation is made that 
national statistics should be compiled and must be based 
on a sure foundation. For this purpose a single 
Bureau of Tuberculosis Statistics is wanted; it might be 
set up by the Joint Tuberculosis Council. 

[We would fully support the author. We spend much 
to-day in the anti-tuberculosis campaign, with little 
knowledge of how to prevent the disease and less of how 
to treat it successfully.] E. L. Collis 


240. Results of B.C.G. Immunization in New York City 
M. I. Levine and M. F. SAcKetr. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 53, 517-532, June, 
1946. 25 refs. 


Much has been written and many studies have been 
published of the value of B.C.G. vaccination; and more 
than 2,000,000 children have been vaccinated through- 
out the world. The authors summarize all available 
studies in a table, and give reasons for holding that 
adequate control has seldom been forthcoming. Then 
an account is given of a study made since 1933 in New 
York City in which meticulous care was taken to estab- 
lish good control—no simple matter. At first the 
vaccine was given orally during the first 10 days of life; 
by which method some 50% of infants developed positive 
tuberculin reactions. Then parenteral vaccination was 
used, about 85° positive reactions being obtained. At 
first the children of the less co-operative parents were used 
as controls, other factors being similar. Hereby an error 
was introduced, since the co-operative parents took more 
care of their children. The first results were: 


Tuberculosis deaths 
Cases : 
Number 
Vaccinated 445 iis ag 3 0-68 
Controls 545 18 3-38 


When alternate children were routinely vaccinated, the 
remainder serving as controls, this error was avoided. 
The results then were: 


Tuberculosis deaths 
Cases 
Number % 
Vaccinated 566 8 1-41 
Controls 528 8 1-S1 


While in the first period the tuberculosis mortality of the 
controls was 4 times that of the vaccinated group, in 
the second period the figures were essentially similar. 
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The way in which many possible influencing factors were 
allowed for is set forth—such as parental co-operation, 
economic conditioris, racial distribution, exposure, lost 
cases, and percentage of necropsies. The final con- 
clusion is that “as a public health measure, the routine 
vaccination with B.C.G. of children from tuberculous 
homes is less advantageous than removal of the tuber- 
culous subject from the home.” Nevertheless, evidence 
was forthcoming to indicate that B.C.G. inoculation 
might have protective value were it possible to ensure 
routine separation of children for 3 months before and 
3 months after vaccination. E. L. Collis 


241. Sulfones in Experimental Tuberculosis. Chemical 
Constitution and Chemotherapeutic Action 

M. I. E. L. JacKson, and W. T. McCLosky. 
American Review of Tuberculosis [Amer. Rev. Tuberc.]} 
53, 589-593, June, 1946. 1 fig., 8 refs. 


Four new sulphones (4,4’-diamino-2-sulphamyldi- 
phenylsulphone, phenyl-n-propylsulphone, 4-amino-4’- 
hydroxylaminodiphenylsulphone, and N-(p-aminobenze- 
nesulphonylphenyl)-f-alanine) were tested in experimental 
tuberculosis in guinea-pigs, im comparison with promin. 
All were inferior to promin in chemotherapeutic action. 

P. D'Arcy Hart 


242. Chemotherapeutic Observations on Tubercle Bacilli. 

Experiments in Vitro and in Vivo 

C. J. Duca and M. M. STEINBACH. American Review 

of Tuberculosis [Amer. Rev. Tuberc.] 53, 594-598, June, 
©1946. 2 refs. 


Nine substitution products of diphenylsulphone, 5 
sulphonamides, and some miscellaneous compounds 
including thiouracil, were tested in vitro against human- 
type virulent tubercle bacilli H37 RV. Moderate 
inhibition of growth at 20 mg.% concentration was given 
by promin and by 4,4’-diaminodiphenylsulphoxide; and 
complete inhibition by diphenysulphone 4,4’-bisazosali- 
cylic acid, by N’-3,4-dimethylbenzoyl sulphanilamide 
(“ irgafen ”), and by thiouracil; the remaining compounds 
were less active. The two last-named substances were 
tested in vivo in infected guinea-pigs, in comparison 
with diazone. All 3 drugs showed some inhibition of 
the disease process as compared with untreated controls; 
but only diazone was associated with prolongation of 
survival time. P. D’Arcy Hart 


243. Cepharantine: Japanese Chemotherapy in Tuber- 
culosis. (La cépharantine. Médecine chimio-thérapique 
japonaise contre la tuberculose) 

—. Junop. Médecine et Hygiéne [Méd. Hyg.] 4, 1-2, 
Sept. 1, 1946. 


Japanese physicians have investigated the effect of the 
alkaloid cepheranthine in tuberculosis. Cepheranthine, 
C37H3,0,N:2, discovered by Hasegawa and Kondo, is 
obtained from Stephania cepherantha [of the family of 
Menispermaceae]. Its toxicity is low: aqueous solutions 
of the pure substance are harmless intravenously, though 


crude extracts are more toxic. The drug lyses tubercle 
bacilli in vitro [no figures given]. Treatment produces 
arrest, reversal, and often resolution, of the lesions of 
experimental tuberculosis in guinea-pigs. Improvement 
is reported in many types of clinical tuberculosis, including 
pulmonary, genito-urinary, and abdominal, but miliary 
and meningitic types are not mentioned. An average 
dose in pulmonary tuberculosis is 0-01—-1-0 mg. daily by 
the mouth, supplemented if necessary by intravenous 
injection; toxic reactions include reduction in blood 
pressure indicating reduction in dosage. General 
opinion regards the drug favourably as a chemothera- 
peutic agent in human tuberculosis. 
P. D'Arcy Hart 


244. During what Period of Life does the Primary 
Infection of Tuberculosis make its Appearance? (in 
welchem Lebensabschnitt tritt der tuberkulése Erstin- 
fekt auf?) 

W. Kocu. Arztliche Wochenschrift [Arztl. Wschr.] 1, 
41-47, July 30, 1946. 6 refs. 


A statistical investigation of tuberculosis is reported, 
based on post-mortem material examined between 1925 
and 1945 at the Westend Hospital, Berlin-Charlotten- 
burg. Out of a grand total of 22,305 post-mortem 
examinations tuberculosis in one form or another was 
identified in 2,106 (94%). Of 2,859 Service cases 
examined 255 (8-9%) were proved tuberculous, while 
among the civilian cases the percentage was 9-5. A total 
of 1,231 post-mortem examinations were made of persons 
under 16, of whom 198 (16%) were proved tuberculous. 

Observing that in young persons it is easier to decide 
at what age the primary infection has occurred, Koch 
gives a table showing at what year of age an active primary 
focus was discovered. The first 2 years account for 


TABLE I 


Age (in years) | 1}2 


12|13)14|15|16 


ih 


more than 50% of the total, but the total number of cases 
is not large enough to decide whether tuberculosis in 
childhood has declined during the period under investiga- 
tion, the figures relating to young persons having fluctuated 
between 4 and 45% of the total in different years. 

The difficulties are stressed of deciding whether a 
tuberculous infection of the gut is primary or secondary 
to a pulmonary focus: primary tuberculosis of the in- 
testines was present in 19-2% in the age groups under 16. 
The occurrence at various ages of calcified primary foci 
in the gut, caseating mesenteric glands, calcified mesenteric 
glands, and chronic tuberculosis is analysed. Calcifica- 
tion was first encountered in the third year and chronic 
pulmonary tuberculosis in the sixth. Among 1,653 
adults examined during the period 22 (1-:3%) had late 
primary infections, whereas of 254 military patients 58 


Number of cases in which 
an active primary focus 
was discovered .. 142/32 
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(22:8%) had similar lesions; but the figures had been 
weighted by the presence of Italians, of whom 67-6°% had 
tuberculosis at death. Even excluding these, however, 
the number of late primary infections among German 
soldiers alone was still 13-9% of the total. 

Tuberculosis in soldiers tends to approximate to the 
infantile type, as shown by the frequency of miliary 
tuberculosis, meningitis, and extrapulmonary tubercu- 


TABLE II 
of cases | culosis gitis culosis 


Tuberculosis 
in children 198 150 100 11- 1-4 
Tuberculosis 
inadults .. 1,653 124 75 69 42} 270 
Military cases 255 78 |30-5 56 62 |243 


jJosis in soldiers and in children. Late primary infection 
is thought to have increased in Germany recently. 

Among 100 post-mortem examinations in the post-war 
period 10 were primary infections in adults, a remarkable 
increase over the pre-war figure of 1-3%, though still well 
below that of military cases. The average body weight 
at death in 1945 was much below that encountered in 
1937, and some deaths listed as due to tuberculosis were, 
in fact, not to be distinguished from deaths from starva- 
tion. Among the post-war examinations 4 cases of 
severe caseous endometritis were noteworthy. The 
reappearance of tuberculosis among diabetics is attributed 
rather to general malnutrition than to any failure in the 
proper treatment of the disease. 

The general conclusion is that late primary tuberculosis 
is on the increase in Germany as a result of the difficulties 
of the times. Jos. B. Ellison 


245. The Anti-tuberculosis Campaign in the North- 
Eastern Industrial Regions of France. (La lutte anti- 
tuberculeuse 4 la S.N.C.F. (Région du Nord)) 

P. Le Go. Bruxelles-Médical [Brux. méd.] 26, 1139-1154, 
Sept. 29, 1946. 2 figs. 


246. Tuberculous Abscess following Intramuscular 
Penicillin. Report of a Case 

D. Esritt and §. D. Etex. Lancet [Lancet] 2, 379-380, 
Sept. 14, 1946. 1 ref. 


247. Tuberculosis Throughout the World. I. The Pre- 
war Distribution of Tuberculosis throughout the World 
S. E. Yetton. Public Health Reports [Publ. Hith Rep., 
Wash.] 61, 1144-1160, Aug. 2, 1946. 4 figs., 43 refs. 


The Medical Analyst, U.S. Public Health Service, 
discusses the distribution of tuberculosis in all countries 
of the world just before the outbreak of war. As a 
measure of prevalence the recorded (or computed) death 
rate (per 100,000 population) is adopted because noti- 


fication of cases is too incomplete to be of any value, 
Dr. Yelton classifies these rates in a table: 


Prevalence of Tuberculosis in all Countries as Estimated from 
their Probable Death Rates from all Forms of Tuberculosis 


Tuber- 
culosis : culosi 
Country death Country death, 

rate rate 
Very low prevalence Medium prevalence 

(rates under 50 om 100-149 per 

per 100,000): 
Denmark . 34 137 
Australia .. ae 40 Bulgaria .. 138 
Netherlands 41 Hungary .. 148 
United States 47 Portugal .. F 148 

Low prevalence (rates Probable medium pre- 

under 100 _ per valence: 

100,000): Algeria 
Germany . 50 Bolivia 
Egypt 52 Dominican Republic se 
Canada 53 Morocco .. mtd 
Tasmania . 53 Nicaragua . = 
Mexico 56 Tunisia... 
Palestine 56 Guatemala ns 
New Zealand 60 Thailand saa 
Ceylon 62 ||/High prevalence (rates 
England and Wales 62 150 and over per 
Luxemburg 62 100,000): 

Hawaii 67 Russia a ik 160 
Belgium 68 Estonia... oe 161 
Scotland 70 Formosa .. ‘a 161 
Sweden 75 Rumania .. a 162 
Cuba 76 Costa Rica eh 172 
Italy 76 Finland a 190 
Switzerland | 80 Kwangtung oe 192 
Mauritius 81 Burma 193 
Virgin Islands 71 Poland... 195 
Northern Ireland .. 84 Newfoundland and 
Norway 86 Labrador os 198 
Lithuania . 86 Turkey... 198 
Jamaica .. ae 97 Straits: Settiements 202 
Probable low  pre- American Samoa . 206 

valence: Japan 207 
British Guiana —_— Venezuela .. os 233 
Curagao — Yugoslavia  (pul- 
Columbia .. — monary only) .. 234 
Grenada -- Brazil 250 
Honduras .. — Puerto Rico oe 257 
Iraq Chile 264 
Surinam — india (pulmonary 
Syria only) .. 283 
Union of South Aden oe ie 291 

Africa Philippines 298 

Medium prevalence China 

(rates 100-149 per Alaska 437 

00,000): Greenland 550 
Austria... 100 Probable high pre- 
Monaco .. 100 valence: 
Santa Lucia 100 Ecuador . od 
Trinidad and Tobago 101 El! Salvador ‘ — 
Uruguay .. 101 French Indochina — 
Paraguay .. 102 Haiti — 
Argentina .. xg 103 Java —_ 
Latvia 109 Korea — 
Eire 113 Peru 
Panama .. 119 Sumatra and the 
Spain 122 “Outer Provinces”’ 
Czechoslovakia ae 124 Western Pacific Is- 
Iceland 132 


Commenting on this table, the author remarks that 


information about Asia is very scanty and for Africa 
practically non-existent, though in Liberia it is known that 
the incidence of tuberculosis is in proportion to the 
spread of civilization. However, such data as exist do 
not point to any areas of very high prevalence anywhere 
in Africa. The author specially notes that there is no 
marked correlation of tuberculosis with geographical 
position, zones of high and low prevalence occurring in 
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all climatic conditions; she concludes that climate 
appears to play a very minor part in the distribution of 
tuberculosis, which is widespread throughout the whole 
world. 

Some difficulties in obtaining statistics are noted; for 
instance in Palestine, Syria, and Irak deaths from tuber- 
culosis are listed only in 11 cities or towns because 
Moslems are reluctant to report cases occurring in their 
families lest they should thereby lose husbands for their 
daughters, while Jews hesitate to do so for fear they 
should be sent into government hospitals where Moslems 
are treated. The author also remarks on the reticence 
of the Commissar for Health, U.S.S.R.,about tuberculosis 
figures in Russia. In North Africa there is a higher 
mortality among Moslems than among Europeans or 
Israelites; in New Zealand the Maoris are much more 
severely affected than white persons, and this state of 
affairs is general. 

There is difficulty, too, in Egypt, where there is no 
obligation on a medical man to notify death from 
tuberculosis, and little effort is made to verify the cause 
of death. Many similar difficulties are quoted from the 
various South American countries. It is pointed out 
that many of the death rates listed in the table are highly 
conjectural, most of them erring on the side of under- 
statement. The author states that all tuberculosis 
problems have been much intensified by the war and 
that conditions, particularly in Europe, are worsening. 

Jos. B. Ellison 


248. Pulmonary Lavage. A Method for Demonstrating 
Tubercle Bacilli 

M. pe ABreu. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 53, 570-574, June, 1946. 


This report from Rio de Janeiro describes a method of 
pulmonary lavage which has been used in the search for 
tubercle bacilli. The patient should be fasting, and no 
food is given until about 2 hours after the lavage to allow 
the effect of the anaesthetic to wear off. His mouth 
should be cleansed and any dentures removed. The 
tonsillar plicae, uvula, and pharynx are anaesthetized 
with i-2 ml. of freshly prepared novotutocain 0-5%, the 
solution being applied slowly with a 2 ml. syringe. After 
a few minutes to allow the anaesthetic to take effect the 
tongue is gripped with a gauze dressing and pulled for- 
ward to facilitate the anaesthetizing of the lower respira- 
tory tract with 1-2 ml. of the same anaesthetic introduced 
slowly during inhalation. Coughing is then provoked, 
and all the sputum produced collected for examination. 
In the earlier lavages up to 10 ml. of saline was introduced 
before coughing was encouraged, but this was soon found 
to be unnecessary in most cases as ample secretion was 
usually obtained after using 4 ml. of anaesthetic as 
described. The sputum was examined for tubercle 
bacilli by the direct method, by Lowenstein culture and 
by guinea-pig inoculation. 

At the time of the report 450 levenee had been per- 
formed with no evidence of harmful effect, and the 
bacteriological examinations had been completed in 313 
of them. Tubercle bacilli had been found in 32 cases ; 
in 5 (15-6°,) they were found by direct examination, 


in 22 (68-8%) by culture, and in 5 (15-64) by inocu- 
lation. These cases had previously failed to reveal the 
bacilli by other methods, including gastric lavage. 

Gastric and pulmonary lavage were performed on the 
same day on 18 apparently cured patients. Tubercle 
bacilli were found by gastric lavage in 1 case (5-6%) and 
by pulmonary lavage in 8 cases (44-4%). 

L. M. Franklin 


249. Latent Silicosis and Tuberculosis 
H. DayMAN. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 53, 554-559, June, 1946. 4 figs., 1 ref. 


That the inhalation of fine silica dust predisposes the 
lungs to harbour tubercle bacilli is accepted. Exactly 
how this @omes about and how much dust is required for 
the purpose are not known. Whether it arises from the 
chemical nature of the dust or the physical changes it sets 
up in the lungs remains undecided. Four fatal cases are 
now reported in which there was slight occupational 
exposure to silica or asbestos dust, but in which the 
patients when first seen were not considered to have 
silicosis of clinical importance. When, however, 
tuberculosis developed it progressed rapidly and was 
associated with the precipitation of a silicotic fibrosis. 
This concomitant advance of these two pathological 
conditions has often been recognized; either factor seems 
to activate the other. A survey of 77 patients with both 
silicosis and tuberculosis showed no correlation between 
the size or number of the silicotic nodules determined 
radiographically and the rapidity with which death from 
tuberculosis occurred. [The occupational history in 
these cases suggests that the dust exposure may have 
been considerable even though rather short, and that 
plenty of dust may have gained access to the lungs ready 
to precipitate a silicotic condition.] E. L. Collis 


250. Tuberculin PPD. A Single Intermediate Dosage 
Used in Surveying 8,000 Persons 

F. J. MENENDEZ. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 53, 566-569, June, 1946. 


The object of the study here reported was to ascertain 
whether a single medium dose of tuberculin P.P.D. 
would not give as good results as the recommended 
technique of a weak dose followed by a stronger dose 
48 hours later to patients who did not react. A dose 
of 000125 mg. of P.P.D. tuberculin obtained by the 
F. B. Seibert method was used. The recommended 
technique of two doses was employed on a first group of 
2,610 cases, followed by the single dose given to 6,560 
other persons. A comparative study of the results 
showed that the percentage of tuberculin reactors in the 
recommended technique was 76°85, and with the single 


- medium dose method 73-4. This small difference scarcely 


justifies the double-dose method, which is also more 
costly. The high percentage of reactors hardly represents 
the rate of infection in the Cuban population, because 
those tested comprised persons coming to the dispensary 
with respiratory symptoms and belonging to the poor 
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class who live in unhygienic conditions. As regards the 
value of the test, the following data are of interest: 


No. of Without With Morbidity 

cases lesions lesions rate 
Non-reactors 1,679 1,365 314 . 187% 
Reactors an 4,881 3,621 1,260 25-81% 


In this study all those tested, whether they were reactors 
or not, were systematically examined, clinically and 
radiologically, including sputum and blood tests. By 
this means no less than 18-7% of the non-reactors were 
found to show tuberculous lesions. E. L. Collis 


251. The Management of Pneumoperitoneum Therapy 
and Peritoneoscopy 

F. S. Hawkins and G. O. Tuomas. Tubercle [Tubercle, 
Lond.) 27, 109-114, Aug., 1946. 3 figs., 1 ref. 


This is a useful paper on the mechanism of pneumo- 
peritoneum. In the preliminary note on the anatomy of 
the peritoneum it is remarked that the adhesions tend 
to form posteriorly, are more obvious in the right sub- 
phrenic space, and are denser than the normal ligaments 
(the coronary being the only one apparent in a postero- 
anterior film) in a radiograph. A temporary phrenic 
paralysis usually precedes the induction of a pneumo- 
peritoneum, and the latter is likely to te useless if the 
apico-basal diameter of the lung has been diminished by 
less than 10%. 

In induction and refills preference is given to the left 
sutcostal route, though insertion into the right sub- 
phrenic space gives better manometric readings (but may 
sometimes cause a pneumothorax). Local analgesia is 
advised. Refills should never exceed 1,000 ml. The 
atdominal factors determining effectiveness of treatment 
are intra-abdominal pressure and subdiaphragmatic 
adhesions. The former is affected by certain physio- 
logical and pathological processes. The rise of the 
diaphragm is unaffected by posture, and a tight binder 
will cause a slight extra rise in the height of the non- 
paralysed dome only. The authors very neatly explain 
the rationale of pneumoperitoneum as follows: If a 
paralysed diaphragm is free to rise, the abdominal 
cavity increases at the expense of the thorax and there is 
a tendency for intraperitoneal pressure to become 
negative. The abdominal wall retracts to neutralize 
this and the upper abdominal viscera adapt themselves. 
If the abdominal wall is less yielding than is necessary 
for the dome to reach maximum height, the rise of the 
latter will be limited by the negative pressure in the 
atdomen. Pneumoperitoneum has the function of 
neutralizing this negative pressure. Excessive pressures 
will cause anorexia and loss of weight. Of factors above 
the dome which influence the rise of the diaphragm, 
fixation is commonly caused by pleural thickening and is 
more marked posteriorly. In fibrosis traction of scar 
tissue may lift a paralysed dome. Consolidated lung 
inhibits its rise. 

Peritoneoscopy was performed in 4 cases after periods 
of 3-7 months’ treatment. The instrument used is not 


described. It was evidently inserted in the right sub- 
phrenic space, while to keep the volume of air constant 
refills were given simultaneously in the left subcostal 
area. From their findings the authors believe that 
tuberculous peritonitis, even .if resolved, contra- 
indicates pneumoperitoneum. Other conclusions are: 
(1) adhesions appearing on induction are not discrete, 
but comprise areas of localized peritoneal thickening 
(division impossible); (2) adhesions forming during 
treatment and following effusion are friable and tensile: 
though refills may break down such adhesions, the latter 
also form during the course of the pneumoperitoneum: 
(3) a diaphragm which has risen well may have been 
allowed to do so by elongation of indivisible sub- 
diaphragmatic adhesions. Though they admit that the 
series is small, the authors feel that intraperitoneal 
section of adhesions is probably of no practical value. 

{In Britain pneumoperitoneum is regarded almost 
solely as an amplification of phrenic paralysis. There 
would seem to be a case for sometimes doing the former 
first—to determine its possibility, the distribution of 
adhesions, and as an index of the probable effect on the 
vital capacity of an older patient.] 

J. V. Hurford 


252. Pulmonary Tuberculosis and Paralysis of the 
Phrenic Nerve. (Tuberculose pulmonaire et paralysie 
du phrénique) 

Y. Laurier. L’Union Médicale du Canada {Un. méd. 
Can.] 75, 788-797, July, 1946. 78 refs. 


The various forms of paralysis of the phrenic nerve, 
whether temporary or permanent, that is to say, by 
phrenicotomy, phrenic crush, or alcoholization of the 
phrenic nerve, are all discussed in this paper, and 
statistics are given from the Sanatorium Calmette, the 
H6pital Fontainebleau, the Toussaint “‘ Sanatorium des 
Pins ’’, a collection of 17,570 cases by A. H. Aufsés, and 
some others by B. P. Potter, F. D. Berry, and F. Bortone, 
in which the percentage of “‘ améliorations ” varied from 
23-3 to 52 in the different institutions quoted. The 
author discusses the indications for the choice of tech- 
nique, whether temporary or permanent, and conceives 
that this must depend on the lesions to be “‘ collapsed”, 
the size of the cavities to be closed, the capacity of the 
lung for retractility, the duration of the paralysis neces- 
sary to obtain the consolidation of the lesions, as well as 
on the hemithorax to be operated on and the pulmonary 
complications or accidents to be avoided. The author 
favours consultations about each case “ mais, nous 
croyons, nous le répétons, que le médecin traitant doit 
avoir le dernier mot s’il est un phtisiologue averti ”’. 

The paralysis of the phrenic nerve is said to be prefer- 
able to any other form of collapse therapy: 


“‘ when a pneumothorax has been interrupted too soon by 
an adhesion, and the process of evolution is not completely 
controlled or when it is too partial to be efficient; when 
it is a question of old, ulcerous lesions, well localized or 
isolated, torpid and with a retractile tendency . . . some- 
times before a thoracoplasty to try out the integrity of the 
= side and the aptitude for retraction of the affected 
ung. 


, 
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Eight of these situations are given which deserve study- 
ing in the original by those interested. The author 

tieves in the occasional appropriateness of bilateral 
phrenicectomy and quotes some typical examples. 

[The whole question of whether phrenic intervention is 


- a valuable operation is open to discussion. As Laurier 
‘says, it has been a matter which has gone through the 


usual stages from a very fashionable and favourable 
operation, through a stage of almost complete abandon- 
ment, to a type of intervention which, with proper con- 
sideration, may well be worth while. The statistics do 
not mean much. What is an amelioration? A very 
similar percentage of ‘“* améliorations ’’ might be quoted 
as the result of mere rest; but are they the same as those 
said to follow phrenic intervention ? We may record 
our belief in phrenic crush as compared with phreni- 
cectomy as more likely to obtain results that can be seen 
and followed up—by a more permanent kind of phrenic 
intervention, perhaps, if thought desirable. ‘* Par con- 
séquent”’ the author writes, “ne faisons donc pas 
disparaitre de notre arsenal thérapeutique médico- 
chirurgical la paralysie du diaphragme qui, bien appli- 
quée, rend d’immenses services aux tuberculeux pul- 
monaires ”’.] S. Lyle Cummins 


TYPHOID 


253. The Recent Epidemiology of Typhoid in Ireland 
J. Deeny. Journal of the Medical Association of Eire 
[J. med. Ass. Eire] 19, 130-135, Sept., 1946. 


This is an analysis of special reports made by county 
medical officers of health to the Department of Local 
Government and Public Health, Eire, on cases of typhoid 
occurring in the years 1943-5. The total number of 
cases reported in the period was 1,121, but only 978 were 
suitable for analysis. Tables are given showing cases 
and deaths from 1936 to 1945, age distribution of the 
cases analysed (1943-5) and distribution by county 
and type of district, incidence in institutions, rapidity of 
diagnosis, bacteriological findings, previous history of 
inoculation with T.A.B., recent history of contact with 
enteric, recent history of contact with other illness, 
history of enteric fever in the patient’s family, and medical 
officer’s opinion as to the source of infection. The 
morbidity of typhoid has shown little change in the past 
10 years but mortality has decreased slightly. The 
disease is distributed over the country and is most 
common in the age group 10-29 years. Incidence rates 
increase in regular sequence from county boroughs to 
large towns and thence from smaller towns to village 
communities of over 500 persons, but decline again in 
very rural areas. Case incidence is particularly high in 
institutions. One person in every 4 of those affected 
came from a family in which typhoid had occurred 
previously. The bacteriological results were somewhat 
surprising in that the majority of cases gave positive 
serum reactions early in the disease but positive cultures 
of stools or urine were rarely reported. Possible 
measures for dealing with carriers are discussed. [It is 
not clear whether the author is referring throughout to 

H 


infections with Eberthella Typhi or whether infections with 
other organisms of the enteric group are included. In 
the tables sometimes the word “ typhoid” is used and 
sometimes the word “ enteric ”’.] A. H. Cole 


DIPHTHERIA 


254. Occurrence of Multiple Neuritis in Cases of 
Cutaneous Diphtheria : 

H. S. GASKILL and C. M. Kors. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 55, 
559-572, June, 1946. 1 fig., 6 refs. 


Cutaneous diphtheria was not uncommon among 
American soldiers in North Burma: 140 cases of 
cutaneous diphtheria admitted to a general hospital are 
discussed. The frequency of diphtheritic infection secon- 
dary to minor abrasions such as blisters, insect bites, 
and gunshot wounds is stressed. Neuritis developed 
in 61, or 43%, of the present series of cases. The 140 
patients fall into 2 groups: those, 109 in number, 
admitted shortly after the diphtheritic ulcer had developed, 
and the remainder who were referred from a forward 
hospital because either the ulcers were exceptionally slow 
in healing or multiple neuritis had developed after 
recovery and discharge. In the first group 37% and in the 
second 24°% developed neuritis. In 7 cases, or 5°% of the 
whole series, myocarditis was reported; of 4 cases in 
which the diagnosis was confirmed 3 of the patients 
developed neuritis and 1 died on the twenty-third day of 
illness; neuritis occurred in one of the unconfirmed 
cases of myocarditis. Neuritis never appeared before 
the twenty-third day of illness but myocarditis was earlier 
in onset. In 3 of the patients with neuritis faucial 
diphtheria developed later. The average interval between 
the onset of the ulcer and the appearance of neuritis 
was 70-4 days, the shortest 23 days, the longest 158 days. 
Cranial-nerve palsies as presenting symptoms had a 
prognostic value since they were followed by severe or 
moderately severe neuritis. No correlation could be 
found between the site of the ulcer and neuritis. 

The progress of the neuritis was invariably slow and was 
sometimes interrupted by a latent asymptomatic period. 
Involvement of cranial nerves was followed by peripheral 
sensory nerve involvement and later by peripheral motor 
nerve involvement. Cranial-nerve palsies developed in 
21 cases: in 10 only sensory changes were noted, in 11 
both sensory and motor symptoms were present. In 40 
cases, 65-6°%% of the whole series, the neuritis was limited 
to peripheral nerves: 19 patients had had sensory changes, 
1 motor changes, and 20 had had mixed symptoms. In 
only 2 cases was ataxia demonstrated with involvement 
of the posterior columns. In cases of involvement of 
motor nerves, certain muscles, the interossei and quadri- 
ceps, were predominantly affected, in severe cases with 
wasting. The duration of the neuritis depended on the 
severity of the symptoms: the average duration was 10 
days. 

Blood counts, urine analyses, Wassermann tests, and 
blood sedimentation rates did not reveal any significant 
changes. The cerebrospinal fluid showed a normal cell 
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count but the protein was increased. This increase 
appeared at an early stage and only gradually returned 
to normal—the highest was 317 mg. per 100 ml.; the 
more severe the case the greater the rise in protein. 
When patients still complained of weakness though all 
objective signs had disappeared, the protein level was 
still high; when patients were completely asymptomatic 
it had returned to normal. The early administration of 
antitoxin is recommended in adequate dosage [no amount 
given] as preventive. Neuritis was found in only 14% of 
patients who received antitoxin before the thirty-second 
day, in 30% if given later, and in 61% if patients never 
had antitoxin. Once the neuritis developed all thera- 
peutic measures including treatment with vitamin-B 
complex and other vitamins were useless. Physical 
therapy was of great help when muscular atrophy had 
developed. F. S. Jocelyn 


255. Serum Dosage in Diphtheria (Serumsdosering ved 
difteri) 
V. Gaustap. Tidsskrift for den Norske Legeforening 
[Tidsskr. norske Lageforen.] 66, 471-472, Aug., 1946. 
7 refs. 


The author gives a historical review of the development 
of serum treatment of diphtheria, and points out that 
doses given in recent years are very much bigger than 
those recommended 30 or 40 years ago. The upper 
limit of dosage is conditioned by the total volume of 
serum which can be administered, a limitation which 
applies particularly to the treatment of children, especially 
as serum produced in Norway contains only 400 units 
per ml. compared with 4,000 units per ml. in serum 
prepared in England. The following figures are taken 
from a table he has compiled of dosage (in units) for 
different forms of diphtheria as recommended in certam 
European countries: 

Mild.—Norway, 2-4,000; Germany, 2-14,000; Sweden, 
1-3,000; England, 2—-10,000; Denmark, 10-20,000. 
Moderate.—Norway, 6—10,000; Germany, 3—21,000; Sweden, 

6-20,000; England, 15-30,000; Denmark, 30-60,000. 
Severe.—Norway, 10-20,000; Germany, 5-35,000; Sweden, 
England, 50-100,000; Denmark, 100- 


> 


The dosage hitherto recommended in Norway is thus 
rather low, and the author suggests the following scheme 
instead: (1) Nasal Diphtheria: 5,000-6,000 units; 
10,000—15,000 in severe cases. (2) Cutaneous diphtheria: 
5,000-6,000 units; 10,000—20,000 in severe cases with 
much necrosis. (3) Laryngeal diphtheria: 10,000—20,000 
units, or more. Serum must not be given intravenously. 
(4) Faucial diphtheria: (a) Membrane on one tonsil, 
general conditions good—6,000-12,000 units. (+) Mem- 
brane on both tonsils, spreading to uvula or pharynx— 
10,000—-20,000 units. (c) Faucial oedema, membrane 
spreading beyond tonsils—40,000-100,000 units. (d) 
Severe cases with cyanosis—up to 200,000 or 300,000 
units. In groups (c) and (d) half the serum is given 
intravenously. D. J. Bauer 
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256. A Clinical Study of Postdiphtheritic Polyneuritis 
R. F. Perkins and M. W. Laurer. Journal of Nervous 
and Mental Disease [J. nerv. ment. Dis.] 104, 59-65, 
July, 1946. 6 refs. 


This paper describes the clinical findings in 21 cases of 
post-diphtherific polyneuritis, 16 following faucial and 
5 cutaneous infection; the majority of the faucial 
infections had occurred in Germany and were of a mild 
type. Four of the cutaneous infections were from the 
Philippines, and the ulcers had persisted for an average 
of 34 months before healing, but the neurological 
symptoms had not appeared till after the ulcers had healed. 
Cranial nerve involvement, either palatal palsy or paraly- 
sis of accommodation, was the first symptom of the 
polyneuritis, occurring on an average about 26 days after 
the onset of the faucial infection; in a few cases diplopia, 
laryngeal paralysis, or numbness of the lips was noted. 
From 3 to 11 weeks later peripheral symptoms, of which 
the earliest was paraesthesiae of the toes, appeared, 
though in 2 cases peripheral symptoms preceded cranial 
nerve palsies, and in 3 cases the two sets of symptoms 
started at the same time. Weakness of the limbs was seen 
at a later stage but was never severe, and wasting of the 
limb muscles was noted in only one case. Sensory 
involvement was common, proprijoceptive sensibility 
being much more severely affected than cutaneous 
sensation; muscle tenderness was uncommon. The 
cerebrospinal fluid was examined in all cases and showed 
an increased protein content in all but one, the average 
being 114 mg. per 100 ml. Recovery took place in all cases, 
the average length of time from the period of greatest 
severity to complete functional recovery being 84 weeks, 
though the tendon jerks might remain absent for con- 
siderably longer. 

The authors consider that the condition is a 
myeloradiculo-neuritis rather than a peripheral neuritis, 
basing this view on the raised protein content of the 
cerebrospinal fluid, the dissociated type of sensory loss, 
and the diminution or absence of the abdominal reflexes 
in almost half the cases. The albumino-cytological 
dissociation in the cerebrospinal fluid may cause some 
difficulty in differential diagnosis from the Guillain- 
Barré syndrome, but the specific involvement of the 
palate and of the muscles of accommodation, the delayed 
onset of neurological complications after the initial acute 
illness, and the specific type of sensory impairment are 
important distinguishing features occurring in post- 
diphtheritic polyneuritis. The Guillain-Barré syndrome 
may possibly result from several different aetiological 
factors, one of which is diphtheria. 

J. W. Aldren Turner 


OTHER BACTERIAL INFECTIONS 


257. Waterhouse-Friderichsen’s Syndrome. Report of a 
Case with Recovery. [In English] : 

B. Jonsson. Annales Paediatrici [Ann. Paediat.] 167, 
77-83, Aug., 1946. 1 fig., 34 refs. 


Acute adrenal haemorrhage associated with septic 
infection is known as the Waterhouse-Friderichsen 
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syndrome, and is characterized by sudden onset of 
septicaemia, purpura, cyanosis, circulatory collapse, 
coma, and death within 48 hours. It is most commonly 
due to meningococcal infection. Usually it occurs 
in children under 2, but adults may show the syndrome, 
especially in epidemics. Formerly invariably fatal, 
- treatment with sulphonamides and extracts of adrenal 
cortex has resulted in 22 recoveries since 1940. 

The author’s patient was a boy of 9 who suddenly 
developed headache, malaise, and a temperature of 
102:2° F. (39° C.). Chills and skin pallor developed, 
with vomiting, a profuse haemorrhagic rash, and coma. 
Fever rose to 106-7° F. (41-5° C.) in a few hours, and a 
blood pressure of 80/50 mm. with other signs of profound 
shock was observed. No meningeal signs were detected. 
Blood sugar was found to be 60 mg. %. Leucocytosis of 
25,500 with 85% polymorphs was found, and meningo- 
cocci were demonstrated in the cerebrospinal fluid 9 hours 
after the beginning of treatment. Penicillin was given at 
once and sulphadiazine the next morning. [Doses not 
recorded.] 10 mg. of desoxycorticosterone acetate was 
given intramuscularly 26 hours after the onset of the 
illness. In addition, intravenous salines with glucose and 
plasma were given. Adrenaline was administered as a 
stimulant. The patient’s condition fluctuated for 2 
days, then steadily improved, and he made an 
uninterrupted recovery. ’ J. Vernon Braithwaite 


258. Immunization against Whooping Cough 
J.H. Lapin. Journal of Pediatrics [J. Pediat.] 29, 90-94, 
July, 1946. 16 refs. 


Most paediatricians in America include immunization 
against whooping-cough with diphtheria inoculation and 
smallpox vaccination as a routine in the care of healthy 
children. Results when critically examined are not so 
good as with prophylaxis against diphtheria, and the 
communicability rate remains at 31-39% of that for 
controls. The following factors are therefore reviewed 
and further studied: the age at immunization, type of 
vaccine, the time interval between injections, concentra- 
tion of vaccine, and total dosage. 

Age.—Reported results of immunization under 3 
months have been poor compared with those of im- 
munization after 7 months of age, though evidence of 
antibody response to such early immunization has been 
found in the form of agglutinins. These are not them- 
selves protective antibodies and may or may not measure 
immunity. The author himself found that the develop- 
ment of agglutinins in infants of 3-6 months was seen 
in only 8 out of 20 as opposed to 90-95% in children 
inoculated when over 6 months of age. 

Type of Vaccine.—Vaccine fractions lose a considerable 
portion of their antigenicity. Alum-precipitated vaccines 
caused reactions in 3-3% of 3,793 infants on first inocula- 
tion, 9° on second, and 13-6% on third, with an average 
abscess formation of 0-6%. The author considers that 
severe reactions occur in 25% and abscesses in 5%. 
Alum solutions in general have been reported to cause 
nodules and abscesses, whereas “fluid toxins” are 
without such sequelae. Reactions following a first dose 
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of 40 billion organisms were diminished for later doses 
by dividing the remaining 80 billion into 5 portions and 
giving it mixed with fluid diphtheria toxoid. Sensitiza- 
tion to vaccines prepared from cultures on media 
containing other than human blood has not occurred. 

Dosage.—Agglutination results suggest that a total 
dosage of 40 billion is frequently insufficient. Such 
insufficient doses may be prescribed for commercial 
mixtures on the market. For complete immunization 
110-140 billion may be required. In a 3-year period the 
communicability rate of 200 infants inoculated by the 
author with 120 billion was only 9-6% as compared with 
31-39% for those given 80 billion in a previous 3-year 
period. 

Time Interval.—Clinical results and complement 
fixation tests indicated that a 4-week interval should be 
employed. 

Concentration.—Originally 10 billion per ml. was used. 
This was raised to 20 billion but owing to reactions 
lowered to 15 billion. Thus, to give 120 billion, 8 ml. in 
divided doses of 2 ml., 2 ml., and finally 2 ml. in each 
arm would be necessary. Varying triple divisions of a 
total dosage of 120 billion, using concentrations of 
15-40 billion per ml., were tested by the author. Volumes 
varied from 1 m!.x40 billion to a final dose of 4 ml. 
where 15 billion was the concentration employed. No 
difference in reaction was experienced ‘** no matter what 
the concentration . . . at least in a range from 15 to 
40 billion per cubic centimeter ”’. 

[“ Billion ” is used for 1,000 million. It appears that 
a considerable discrepancy (in cases amounting to 300%) 


- may exist between American (higher) and British (lower) 


estimations of bacterial counts on similar suspensions. 
Hence the 120 billion total dosage recommended by the 
author may correspond to 40 thousand million by 
British computation.]} 

G. T. L. Archer 


259. Pertussis Immunization in Edmonton 
G. M. Litre. Canadian Journal of Public Health 
(Canad. J. publ. Hith] 37, 329-331, Aug., 1946. 1 fig. 


The graph of the number of cases of whooping-cough 
notified in Edmonton, Alberta, from 1931 to 1945 shows 
peaks in 1933, 1936, and 1939. The peak expected in 
1942 was delayed until 1943 and was much lower than 
the peaks previously experienced, although the population 
had increased by 15,000 between 1939 and 1943 and 
overcrowding had been serious. The author feels that 
the low peak experienced in 1943 is at least in part due to 
the fact that 1,998 children were given pertussis vaccine 
during 1943. [No reference is made to the incidence of 
whooping-cough in towns without immunization, and 
no details are given of the age distribution of the popula- 
tion increase or its relative magnitude. Obviously a 
sudden increase in population due to an influx of 
soldiers would have an influence on the whooping-cough 
incidence different from that produced by an increase of 
15,000 young children.] 

During 1943, 1944, and 1945 4,744 children of pre- 
school age were vaccinated against whooping-cough by 
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injection of a pertussis vaccine produced by the Connaught 
Medical Research Laboratories. Later this was com- 
bined with diphtheria toxoid without apparent reduction 
of the immunizing power of either component. Three 
injections were considered essential for effective immuniza- 
tion; children receiving fewer were not considered 
immunized. One ml. was injected on the first occasion, 
2 ml. (1 ml. into each arm) on subsequent ones; as reac- 
tions were usually most severe after the first injection, 
this was reduced from 2 to 1 ml. No attempt was made 
to immunize children under 6 months old, as reports had 
led the author to expect that they would not immunize 
as readily as older children. [No information is given 
about the strength or mode of preparation of the vaccine 
or about the intervals between doses.] The immuniza- 
tion records of all cases of whooping-cough occurring 
during 1943-5 in persons claiming to have been immunized 
were investigated at the time of notification. Of the 
53 immunized children who developed whooping-cough, 
only 11 had had 3 doses of prophylactic; 4 had received 
2 doses, and 38 only 1. More recently an effective follow- 
up system has greatly increased the proportion of children 
receiving 3 doses of vaccine. 

The incidence among the 14,293 unimmunized children 
estimated to be at risk was 964; taking the number of 
effectively immunized children developing whooping- 
cough as 11, the incidence in the unimmunized was some 
30 times greater than in the immunized. [No attempt is 
made to divide the 4,744 inoculated children into those 
effectively immunized—i.e., with 3 injections—and those 
receiving fewer doses; it is even possible, though very 
unlikely, that the only children among the 4,744 who had 
received 3 injections were those who developed whooping- 
cough. Most workers in this country with experience of 
clinical trials seem satisfied that vaccination against 
whooping-cough alters neither the incidence nor the 
severity of the disease.] C. L. Oakley 


260. The Role of Hyperimmune Human Serum in the 
Prevention and Treatment of Pertussis 

E. P. Ewers. North Carolina Medical Journal [N.C. 
med. J.] 7, 304-308, July, 1946. 10 refs. 


This paper deals with the incidence and mortality of 
pertussis in North Carolina during 1945, the best age 
for the immunization of children, and the use of hyper- 
immune serum—i.e., serum from adults with a history of 
whooping-cough who have received reinforcing doses of 
Sauer type pertussis vaccine before being bled—for the 
passive immunization of contacts and the treatment of 
cases. It is chiefly valuable for its survey of American 
literature on this serum, and of the 10 references 5 are 
concerned with experience of its use by various workers. 

In 1945 in North Carolina 5,817 cases of whooping- 
cough were reported with 92 deaths, giving a case mortality 
rate of 1-6%. Of 613 affected children in their first year 
nearly half were under 6 months old. The case mortality 
rate up to 1 year was 10-4%, whereas of 3,400 children 
over 4 years old only 2 died. [This picture is unlikely to 
be accurate, as there can be no certainty that all cases of 
whooping-cough are notified.] 


INFECTIONS 


Routine active immunization is advocated for the 
prevention of whooping-cough. A law requiring the 
vaccination with pertussis vaccine of all children under 
1 year old was passed by the State legislature in 1945, 
Reference is made to work on immunization of children 
aged 3 months with 3 doses of alum-precipitated vaccine, 
Results are said to show the practicability of this measure, 
and, although “‘an appreciable percentage” of these 
children exposed to whooping-cough developed it, the 
attack was “ milder”. [The number of children involved 
in this experiment and the use of controls are not men- 
tioned.] Sauer is quoted as advising that all immunized 
children under 6 months old should be re-immunized at 
the seventh month. 

On the use of hyperimmune serum for passive immuni- 
zation the literature reviewed indicates: (1) that per- 
tussis can be prevented in about 75°% of susceptible 
children exposed to infection, while the majority of the 
remainder will have mild attacks; (2) that its use in 
established cases will give an “‘ excellent’’ or “ good” 
response in 60-70% of cases, a “‘ moderate’ response 
in 20%. and a “ poor ” response in 6-12% of cases. [It 
is not stated that controls were used in any of these trials.] 
The recommended doses of serum are 40 ml. in 2 doses 
for prevention, and 60-200 ml. in. divided doses for 
treatment. A globulin fraction sérum is now available, 
2-5 ml. of which is equal to 20 ml. of the unconcentrated 
products. R. Cruickshank 


261. Dysphagia in Botulism. 
déglutition au cours du botulisme. 
paralysie de l’cesophage) 

—. MOURNIER-KUHN, P. MONNET, J. MOINECOURT, and 
J. FAvRE-GILLY. Journal de Médecine de Lyon [J. Meéd. 
Lyon] 27, 629-632, Sept. 5, 1946. 1 ref. 


In 9 patients suffering from mild botulism, all of whom 
recovered, dysphagia was a constant and presenting 
symptom. It was always associated with extreme dryness 
of the mouth and pharynx due to cessation of the flow of 
saliva, and the authors believe this to be the chief cause 
of the dysphagia. They reject previous suggestions that 
palatal palsy and paresis of the pharyngeal constrictors 
play a major part, but observed in 2 cases evidence of 
oesophageal paralysis; barium swallow showed the 
oesophagus to be slightly dilated, with no peristalsis, and 
the barium passed slowly, leaving behind in the oeso- 
phagus traces which took a long while to disappear. One 
of the patients had, in addition, gastric paralysis ; how- 
ever, neither of the 2 patients with oesophageal paralysis 
complained of greater dysphagia than did the rest of the 
patients. The authors therefore conclude that oeso- 
phageal paralysis is probably rare in botulism, and is not 
an important factor in producing dysphagia. Pilo- 
carpine, in a daily dose of 2 mg. given 20 minutes before 
the first meal of the day, satisfactorily corrected the mouth 
dryness and thus improved the dysphagia. Gastric 
intubation wes not required. The usual treatment for 
botulism with antiserum and antitoxin was also carried 
John R. Forbes 
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262. Immunizing Effect of Purified Tetanus Toxoid 
Adsorbed by an Aluminous Colloid. (Accién inmunizante 
del toxoide tetanico purificado adsorbido por un coloide 
aluminico) 

J. MeciAs and F. Moreno DE VEGA. Revista de Sanidad 
e Higiene Publica [Rev. Sanid. Hig. publ., Madrid] 20 
896-905, Sept., 1946. 2 figs. . 


It is well known that immunization against tetanus can 
be procured by injection of simple toxoid, but absorption 
and diffusion are so rapid that the results are not alto- 
gether satisfactory. Adsorption by means of a colloid 
leads to longer retention and slower dispersion, and thus 
to a better and more permanent immunity. 

In a series of experiments, first on guinea-pigs and later 
on man, the authors used 3 types of antigen: (1) crude 
tetanus toxoid, from which was prepared (2) alum- 
precipitated toxoid, a purified and concentrated tetanus 
toxoid adsorbed on colloid aluminium hydrate, 1 ml. 
of the toxoid being equal to 40,000 M.L.D. of the original 
toxin, the aluminium being added in a proportion of 
0-42 per 1,000; (3) anatoxin I (formol toxoid) 100,000 
M.L.D. per ml. with 0-25% alumina, so that the last 
contained 2-5 times as much antigen as the second and 
roughly 6 times as much alurmina. 

Details are given of 11 series of tests, 20-30 animals 
being used for each. Varying doses were injected, in 
some cases a single dose, in others a second dose after 
7 days, while the immunity was tested after periods 
ranging from a fortnight to 7 weeks or more. The 
antitoxin content of the blood was also estimated. 
Injection of the second dose was found to give much 


better results than did the single dose and the preparation 


anatoxin I proved far the best. [Those interested in the 
details of these animal experiments should consult the 
original.] 

The authors then proceeded to test the human reactions 
to this vaccine, estimating at the end of a year the amount 
of antitoxin in the blood of 8 adults after 2 injections, 
each of 1 ml., at an interval of 3 months. In most the 
amount was less than 0-02 unit. A third injection 
raised this to amounts ranging from 0-4 to 1 unit ina 
week and, 9 months after the third injection, 0-08-0-05. 
Another reactivating dose of 1 ml. in 4 cases gave the 
following results in 5 and 14 days respectively: 0-4 and 
1; 0-05 and 0-5; 0-2 and 2; and 0-1 and i unit. 

H. Harold Scott 
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263. Leptospiral Nephritis 

W. W. Stives, J. D. GoLpsTEIN, and W. S. MCCANN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 131, 1271-1274, Aug. 17, 1946. 18 refs. 


Two cases of anicteric leptospiral nephritis are reported, 
the first to be recorded in the United States. A lepto- 
spiral infection should be considered in the differential 
diagnosis of any acute illness of obscure aetiology if 
there are abnormal urinary findings, particularly if there 
is a history of contact with rat excreta. In some reported 


series of leptospiral infections renal disease is commoner 
than jaundice, but abnormal urinary findings are com- 
mon in jaundiced patients. Rats whose excreta contain 
leptospirae usually have no evidence of disease other than 
the urinary infection. Nephritis in leptospiral infection 
is of prognostic significance, as also is the retention of 
urea; death from the severe form of leptospiral infection 
is usually due to renal failure. In all forms of leptospiral 
disease in man the organism may be detected in the urine 
by the sixth day, reaching a maximum by the sixteenth 
day and persisting for several weeks. The organisms 
have been recovered from the urine as late as a year 
from the time of commencement of the infection. Bile, 
bile salts, specific agglutinins, lysins, protective antibodies, 
and a sufficiently acid urine exert a lethal effect on the 
spirochaetes. The efficacy of urinary antiseptics in 
destroying leptospirae has not been established. A 
ketogenic diet and mandelic acid can be recommended 
on theoretical grounds, but satisfactory tests with 
sulphonamides and penicillin have not been reported. 
In fatal cases of leptospiral infections the kidneys undergo 
a focal interstitial nephritis with cloudy swelling, and 
haemorrhages under the capsule. The glomeruli are not 
often conspicuously involved, but the epithelial cells of 
the proximal convoluted tubules are swollen, degenerated, 
or even necrotic, and casts are common in their lumen. 
The organism may be seen in silver-stained preparations, 
being commonest in the cells and lumen of the tubules. 
G. Hesketh 


264. Meningitis due to Leptospira canicola. (La 
forme méningée de l’infection 4 “‘ Leptospira canicola ”’) 
P. Harvier, R. CLatsse, and J. MARCHE. Paris Médical 
[Paris méd.] 36. 381-387, Aug. 31, 1946. 1 fig., 18 refs. 


This article describes in detail a case of serologically 
proved meningitis due to Leptospira canicola. The 
infection, apparently activated by trauma, was traced to 
the patient’s puppy, which had recently suffered from 
an obscure illness and was found to have a blood serum 
agglutination titre of 1 in 1,000,000 for L. canicola and 
1 in 10,000 for L. icterohaemorrhagiae. The patient was 
a miner who while working in a subterranean gallery 
received a severe bruise on his foot and on the same 
evening became feverish with pains all over. The fever 
and ‘pains continued for about 9 days. On the fourth 
day he suffered from intense continuous frontal headache, 
and on the sixth day from signs of meningeal irritation, 
bilateral hyperaemia of the conjunctiva with circum- 
corneal injection and diffuse muscular hyperaesthesia. 
The cerebrospinal fluid contained 520 cells per c.mm. 
with 40% poltymorphonuclears. Protein was 46 mg. 
and sugar 61 mg. per 100 ml. No organisms were found 
in smears or on culture. The blood picture was normal 
and the non-protein nitrogen 48 mg. per 100 ml. 
The temperature fell to normal on the ninth day, 
there was a relapse 4 days later, lasting 2-3 days. The 
whole condition then rapidly cleared up, the spinal fluid 
gradually returning to normal. Serum agglutination on 
the thirteenth day was doubtful for L. icterohaemorrhagiae 
and for L. grippotyphosa. On the twenty-fifth day no 
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increase in these serum titres was noted and the patient 
was discharged from hospital. He returned on the 
thirty-third day and was noted to be still suffering from 
conjunctival hyperaemia and to have developed bilateral 
cyclitis. (Eight days later this had entirely cleared up.) 
The serum was, however, tested on the thirty-third 
day, and on this occasion against L. canicola. It was 
found to agglutinate this organism in a dilution of 1 in 
100,000. 

The characteristic signs of leptospiral meningitis are 
reviewed. They may be summarized as follows: sudden 
onset of influenza-like symptoms; generalized muscular 
pains; meningeal syndrome often incomplete—e.g., 
marked rigidity of lower limbs with only slight rigidity of 
the neck; conjunctival hyperaemia; an irregular fever 
with tendency to relapse; a pleocytosis of spinal fluid, 
at first including polymorphonuclears and later lympho- 
cytes only, with slight increase of protein and normal 
sugar and chlorides; failure to identify the organism in 
the blood, spinal fluid, and urine even by animal inocula- 
tion; and a high agglutination titre against the particular 
leptospira concerned: These are findings commen to 
the whole group of leptospiral meningeal infections. 
When icterus and albuminuria are absent in spite of a 
slightly raised blood non-protein nitrogen, and when 
such encephalitic signs as mental cloudiness, stupor, 
and hallucinations are present, the presumption is in 
favour of an infection with L. canicola. The diagnosis 
will be made with certainty by serum agglutination, and 
tests should be made with different strains of L. ictero- 
haemorrhagiae, L. grippotyphosa, and L. canicola. 
Finally, epidemiological inquiry should be directed to- 
wards the discovery of the affected dog. Young male 
puppies are most frequently infected; the organism can 
rarely be demonstrated in their blood or urine, but 
agglutinins are present in high titre and the serological 
test is thus decisive. The disease was first described 
in the dog in 1931, and has since been identified in Den- 
mark, Belgium, United States, China, and France. 

H. Stanley Banks 


265. A Case of Encephalomyelitis in a Baby due to 
Leptospira. (Een geval van encephalomeningitis ver- 
oorzaakt door leptospirae bij een zuigeling) 

G. J. Oosternuis and C. KAPSENBERG. Nederlandsch 
Tijdschrift voor Geneeskunde (Ned. Tijdschr. Geneesk.] 90, 
958-960, Aug. 10, 1946. 2 figs., 3 refs. 
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266. Plasmochin Toxicity; Analysis of 258 Cases 

M. HARDGROvE and I. L. APPLEBAUM. Annals of Internal 
Medicine [Ann. intern. Med.] 25, 103-112, July, 1946. 
1 fig., 20 refs. 


Suppressive ambulatory treatment for malaria was 
given to 4,361 labourers in Panama. This consisted of 
0-1 g. of mepacrine 3 times a day for 5 successive days, no 
medication on the sixth and seventh days, and then for 
the next 5 days 0-01 g. of plasmochin hydrochloride 
(pamaquin) 3 times a day. Of the total cases 489, or 
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10-13%, developed the toxic manifestations of plasmochin 
poisoning to a greater or less extent. Patients admitted 
to hospital and studied in detail numbered 258. The 
chief symptoms in order of frequency were abdominal 
pain, dark urine, anorexia, jaundice, headache, nausea, 
vomiting, feverishness, weakness, malaise, and backache. 
Other less common complaints are described. The chief 
physical findings were jaundice, abdominal tenderness, 
enlarged spleen and liver, cyanosis, and pallor. The 
factors producing darkness of the urine were an increase 
in bile pigment, the presence of oxyhaemoglobin and 
methaemoglobin, and urinary concentration. There was 
no serious impairment of renal function. A haemolytic 
anaemia was present. Three-fourths of the patients had 
a red cell count below 4,000,000 per c.mm. and 21% 
below 2,000,000 per c.mm. All the patients recovered 
without permanent ill-effects in periods of time varying 
from 3 days to 3 weeks on a therapeutic regimen which 
included alkalinization of the urine, intravenous fluids, 
and blood transfusions. It is concluded that plasmochin 
is a dangerous drug which should be given only to 
selected recurrent cases of malaria that persistently reveal 
the sexual forms of the parasite in the peripheral blood 
in spite of efficient treatment with mepacrine or quinine. 
The dose should not exceed 0-01 g. twice daily for 3 days, 
and this should be discontinued on the first sign of toxicity, 
D. M. Dunlop 


267. The Action of Thiobismol on Therapeutic Quartan 
Malaria 

L. I. KAPLAN, H. S. READ, and F. T. BECKER. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 31, 
735-741, July, 1946. 1 fig., 3 refs. 


It has previously been shown that thiobismol (sodium 
bismuth thioglycollate) -has the effect of reducing the 
frequency of paroxysms in benign tertian malaria without 
suppressing them entirely. This action is due to 
inhibition of half-grown parasites, while younger and 
older stages remain unaffected by the drug. In view of 
the inconclusive results obtained with thiobismol in 
quartan malaria, the authors carried out an investigation 
on its effect in induced quartan malaria with the view: 
(1) to determine whether this drug inhibited half-grown 
trophozoites of Plasmodium malariae, and (2) to study 
its regulating effect in cases with an irregular periodicity. 

The work was carried out on 38 patients of the 
Neurosyphilis Center, Georgia, who were undergoing 
treatment by therapeutic quartan malaria, and ex- 
periencing true quartan double and quotidian paroxysms. ° 
The patients received 56 intramuscular injections of 
thiobismol in doses of 0-1 and 0-2 g. administered at 
different intervals. In those with true quartan periodicity 
a temporary interruption of symptoms occurred only in 
42:5%. In patients with double and quotidian quartan 
malaria 87:5% of the injections were followed by 
temporary interruption and/or reduction in the frequency 
of paroxysms. In all these cases only partially grown 
parasites were inhibited, whereas very young and mature 
ones were not affected by the drug. In 5 patients witha 
parasite density of above 10,000 per c.mm. thiobismol 
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treatment was followed by a marked reduction of para- 
sites, but the frequency of paroxysms remained unchanged. 
It is concluded that “* bismuth thioglycollate appears to 
be an effective drug for reducing the frequency of 
paroxysms and regulating the febrile cycles in patients 
experiencing double quartan or quotidian quartan 
malaria. Its use may enable patients with neurosyphilis 
to tolerate better complete courses of therapeutic quartan 
malaria.” C. A. Hoare 


268. The Distribution of Atabrine in the Blood, the Skin, 
and its Appendages. Methods for the Rapid and Simple 
Detection of the Presence of Atabrine in Blood, Skin, 
and Nails 

K. LANGE and M. J. MATZNER. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 31, 742-748, 
July, 1946. 4 figs., 10 refs. 


A simple method for the determination of atabrine 
(mepacrine) in plasma is described. Heparinized plasma 
7 ml. was made alkaline with 2 ml. of 4N sodium hydroxide 
and shaken for 4 minutes with 7 or 14 ml. of ether in a 
separating funnel. Atabrine in the ether layer was 
determined fluorimetrically, using a fluorophotometer or 
the visual comparator designed by one of the authors. 
Good recovery of drug was obtained with concentrations 
ranging from 0-5 to 0-015 yg. per ml. Icteric or lipaemic 
samples free from atabrine gave little or no fluorescence. 
Observations upon 22 malaria patients confirmed that 
in order to produce a rapid rise of concentration in the 
plasma to a desired level of 100 yg. per litre it was 
necessary to give doses of 1:2 g. and 0-6 g. on the first 
and second days of treatment, followed by a daily 
maintenance dose of 0-3 g. Atabrine in the skin and 
nails was detected by the green fluorescence produced 
under a beam of ultraviolet light of main wave-length 
3,600 A. The relative amounts of drug in the skin 
from day to day could be determined photometrically. 
The skin concentration increased slowly during treatment, 
and was independent of plasma concentration. In the 
majority of the 22 patients it continued to rise for 2-5 
days after cessation of treatment. [In the single example 
supported by figures only 5 doses of drug were given.] 
Deposition of drug in the nails occurred during treatment, 
and a series of courses of atabrine at intervals produced 
corresponding bands of fluorescence in the nails. It is 
suggested that this observation would be useful for check- 
ing duration or detecting evasion of suppressive therapy. 

L. G. Goodwin 


269. Chemotherapy of Plasmodium knowlesi Infec- 
tions in Macaca mulatta Monkeys 

A. P. RICHARDSON, R. I. Hewitt, L. D. SEAGER, M. M. 
Brooke, F. MArtiIn, and H. Mappux. Journal of 
Pharmacology and Experimental 
Pharmacol.) 87, 203-213, July, 1946. 3 figs., 13 refs. 


Quantitative chemotherapeutic studies in experimental 
malaria are always of great value, especially when large 
animals more akin to human beings are used. The 
authors infected Macaca mulatta (=Macacus rhesus) 
monkeys from Northern India with Plasmodium knowlesi, 
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a species of malaria parasite commonly found in Macacus 
irus,an oriental monkey. A standard method of inocula- 
tion was elaborated, 50 million parasites per kilo of 
body weight being injected intravenously. With this 
dosage, death usually occurred in untreated infections on 
the fifth to seventh day after inoculation. In the series 
studied the average day of death for 42 out of 46 
monkeys was 6-3-+-0°71; most of the animals had their 
highest parasite count by the sixth day after inoculation, 
and, regardless of whether they died or not, all animals 
reached their peak of parasitaemia before the tenth day. 

For the effect of drugs on this host-parasite relation, 
sulphadiazine or quinine bisulphate was administered by 
stomach tube 15 hours after inoculation treatment, the 
drug being given 3 times daily at 8-hour intervals in order 
to maintain a reasonably constant blood level. Thirty- 
one monkeys were given various doses of quinine 
bisulphate; daily doses of 44-4 mg. of quinine alkaloid 
per kilo exerted an antimalarial effect in all animals, 
while double that dose had a profound effect with survival 
of all animals for an indefinite period of time. The dose 
of sulphadiazine needed to treat Pl. knowlesi was very 
small, 0:24 mg. per kilo per day producing a marked 
effect equivalent to 44-4 mg. of quinine alkaloid per kilo. 
On the basis of dosage by the mouth sulphadiazine was 
175 times as effective as quinine. To determine whether 
this action of sulphadiazine and quinine was suppressive 
rather than therapeutic, experiments were carried out in 
which, instead of treatment beginning 15 hours after 
inoculation it was delayed until 72-80 hours after 
inoculation—i.e., until the disease had become well 
established. The course of the disease in treated was 
similar to that in untreated animals for the first 4 days and 
the parasite peak reached was equally high in both groups. 
In spite of this, monkeys given the same doses as stated 
above improved and survived, whereas most of the 
untreated controls died. This fact is of great interest, 
since both drugs appeared to act with equal rapidity. 

As is well known, the antibacterial action of some 
sulphonamides is blocked by para-aminobenzoic acid. 
Accordingly, some monkeys were given sulphadiazine 
in conjunction with total daily doses of p-aminobenzoic 
acid of 30 mg. per kilo in 3 divided doses. The results 
showed that at least 100 times as much sulphadiazine 
was required in the presence of this dose of p-amino- 
benzoic acid to produce an antimalarial effect as in the 
absence of it. 

[Other studies in man and in animals have suggested 
that sulphadiazine acts more effectively in a suppressive 
manner than in a curative way. That such is not the 
case for malaria parasite infections is shown by these 
experiments, though one should note that the numbers 
of animals used were of necessity not large.] 

G. B. West 


270. Plasma Quinacrine Concentration as a Function of 
Dosage and Environment 
Archives of Internal Medicine [Arch. intern. Med.] 78, 
64-107, July, 1946. 264 figs., 6 refs. 


This is a report of work sponsored by the Surgeon- 
General’s Office of the United States Army, as part of 
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the research done on malaria during the recent war. 
[Quinacrine is the name in the U.S. Pharmacopeia for 
mepacrine (British), atabrine (early American name), or 
atebrin (German).] The more important conclusions, 
of practical significance, are as follows: 

1. There is much individual variation in the plasma 
concentrations of the drug in a group receiving the same 
treatment. 

2. Absorption is generally rapid. The plasma level 
rises quickly during the first 2 hours and attains a peak 
within 8 hours. 

3. On a suppressive treatment involving 6 daily doses 
per week it usually takes 4-8 weeks, sometimes less, 
sometimes longer, for a steady minimal plasma level 
(equilibrium level) to be attained—i.e., for intake to be 
balanced by excretion. 

4. The rate of rise in minimal plasma level in any week 
is approximately 50% of the difference between the level 
already established and the final equilibrium level. Con- 
sequently, the equilibrium level associated with a dose of, 
say, 0-6 g. per week (0-1 g. on each of 6 days) may be 
attained in 1 week, if a loading treatment of 0-2 g. per 
day for 6 days is given. 

5. In terms of mean values for a group the plasma 
concentration is directly proportional to the dose. On 
the basis that 1 g. per week, given in 6 daily doses, 
gives a minimal plasma concentration, at equilibrium, of 
30 pg. per litre, the doses required to give other con- 
centrations can be calculated approximately. 

6. After the cessation of suppressive treatment the 
plasma level falls in roughly the same way as it builds up 
during treatment—i.e., in each successive week the 
remaining plasma level drops about one-half. 

7. Neither the rate of build-up nor the magnitude of 
the equilibrium plasma level is affected by conditions of 
heat and humidity simulating a jungle climate. 

{More than 12 specialist workers contributed to the 
study, which is so extensive and so detailed that it 
should be read in its entirety by those interested in the 
pharmacology of drugs.] 

D. G. Davey 


271. Further Observations on the Enhanced Fragility of 
Red Cells in Malaria Patients 

D. BiRNBAUM, N. GOLDBLUM, and I. J. KLIGLER. Acta 
Medica Orientalia [Acta med. orient.] 5, 177-184, June, 
1946. 11 refs. 


It has been shown by G. Mer, D. Birnbaum, and 
I. J. Kligler (Trans. R. Soc. trop. Med. Hyg., 1941, 43, 
373) that the red cells of patients with malaria are lysed 
by bile more quickly than normal red cells, while the 
increased haemolytic rate in malaria is enhanced by 
quinine or quinine and pamaquin. In normal persons 
doses of 0-9 g. of quinine hydrochloride daily for 
7 days had no effect on the lysis of their red cells 
in a 0:3% solution of bile. In patients recovered from 
malaria the sensitivity to lysis by bile persisted for about 
8 weeks. Mepacrine and sulphanilamide, diluted in 
saline, are not haemolytic, while quinine and pama- 
quin in saline are haemolytic in vitro only in 


concentrations far higher than those ever reached in 
vivo. Quinine and bile, quinine and hypotonic saline 
solutions, and quinine and saponin lyse red cells in 
concentrations which separately would be quite 
ineffective. Mepacrine and .pamaquin together 
accelerate haemolysis by bile. Mepacrine, itself non- 
haemolytic in vitro even in high concentrations, hastens 
lysis in a dilution of 1 in 200,000 in combination with 
bile. Sodium bicarbonate in a concentration of 0-02% 
in bile solution delayed haemolysis of normal and 
malarial blood by 1 to 14 hours. Sodium bicarbonate 
delayed haemolysis in quinine-bile mixtures even in high 
quinine concentrations; in mepacrine-bile mixtures the 
delay in haemolysis is noticeable only at low mepacrine 
concentrations. Neutralization of quinine hydrochloride 
solutions suppresses the haemolytic activity of quinine 
in vitro, but the haemolytic activity of a neutralized 
mixture of quinine and bile is nevertheless greater than 
that of either substance acting separately. The results 
of haemolysis in vitro can be applied in vivo only with 
some hesitation: mepacrine, it is suggested, should 
be used with caution as a remedy in blackwater fever. 
G. M. Findlay 


272. Antimalaria Drugs in the Indigenous Materia 
Medica of China and India 

B. Mukerst. Nature [Nature, Lond.] 158, 170, Aug. 3, 
1946. 4 refs. 


The antimalarial properties were examined in simian 
(Plasmodium knowlesi) and human (malignant and benign 
tertian) malaria of some vegetable drugs indigenous to 
India and China. The drugs, Fraxinus malacophylla, 
Alstonia scholaris, and Caesalpinia bonducella, were all 
found to be practically inactive, but they possessed some 
antipyretic action. It is believed that these vegetable 
drugs have earned a reputation as “ malaria cures” 
primarily as a result of their slight “ febrifugal” 
properties. R. Wien 
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273. Thresher’s Lung. A Fungoid Disease Resembling 
Tuberculosis or Morbus Schaumann. [In English] 

E. TORNELL. Acta Medica Scandinavica [Acta med. 
scand.] 125, 191-219, Aug., 1946. 14 figs., 50 refs. 


Thresher’s lung is a pulmonary disorder associated 
with inhalation of a large quantity of fungus-laden dust 
arising from mouldy grain during threshing. The 
symptoms, which are of rapid onset, are cough, some- 
times accompanied by muco-purulent or even blood- 


- streaked sputum, very marked dyspnoea on exertion, 


occasional vomiting, rigors, and fever. In the subacute 
and later stages physical weakness and fatigue leading to 
incapacitation for work are prominent symptoms. The 
radiological picture of the chest shows a diffuse fine 
mottling of the lung shadow, most marked towards the 
hilum and lobar bases and less so towards the apices, 
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strongly suggestive of tuberculosis. Removal from 
exposure to the dust brings prompt relief of symptoms in 
the early stages of the disease, and the improvement is 
accelerated by administration of iodide of potassium. 

The author gives detailed clinical descriptions of 9 cases 
of thresher’s lung, and from these it appears that the 
disease is analogous to the condition known in England 
as farmer's lung, which is caused by inhaling the dust of 
mouldy hay. Seven of the 9 cases were tuberculin- 
negative, and the remaining 2 only weakly positive, which 
suggests to the author an analogy to lymphogranuloma 
benigna, in which a state of positive anergy to tuberculin 
occurs, and he considers that the diseases may be related 
to mycoses. In this connexion, also, he points to the 
tuberculosis-like character of thresher’s disease, and refers 
to the work of Reenstierna and of Gullberg and Hollstré6m 
on a supposed relationship of the tubercle bacillus to 
fungi of the genus Candida (Monilia). 

The isolation of saprophytic fungi from the sputum of 
a person recently exposed to inhalation of fungus-laden 
dust can be accepted only as evidence of dust contamina- 
tion of the sputum; but, while accepting this view, the 
author excepts yeast fungi of the genus Candida, which 
he found in the sputum of 7 of his cases. Although 
species of Candida are frequently present in the mouths of 
healthy persons, their pathological significance in the 
present cases is accepted and the hypothesis is advanced 
that thresher’s lung may be caused by the simultaneous 
inhalation of Candida and particles of carbohydrate dust 
on which the fungus can vegetate. In conclusion, the 
author states that “everything goes to prove that the 
‘thresher’s lung’ is a bronchomoniliasis ”’, but this sur- 
prising declaration is followed by the admission: 
“ Monilia often appears as an insignificant saprophyte. 
Therefore the aetiology of the disease may only be secured 
after further experimental and clinical investigations.” 

[This paper will be found especially interesting in view 
of the recent wet harvest and the prospect of an increase 
in the occurrence of furmer’s lung in England next 
spring.] J. T. Duncan 


274. Pulmonary Torulosis 
J.B. HAMILTON and G.R.Tyter. Radiology [Radiology] 
47, 149-155, Aug., 1946. 8 figs., 11 refs. 


After discussing the literature, the authors describe a 
case. A womantaged 24, whose chest radiograph, when 
she was examined for military service on Nov. 25, 
1942, was normal, complained on July 12, 1943, of 
pain in the lower left chest posteriorly. A radiograph 
then revealed a rounded opacity about 2 in. (5 cm.) 
in diameter in the lower left lung field. She had a 
temperature of 99-6° F. (37:5°C.). The pain subsided 
and she was discharged on July 27, 1943. On Sept. 
1! a radiograph revealed that the lesion had in- 
creased in size and she was readmitted. She had a mild, 
non-productive, persistent cough, and a white cell count 
of 10,200 per c.mm., otherwise findings were negative. 
On Sept. 24 she was transferred with the diagnosis of 
“unresolved atypical pneumonia”. A radiograph on 
Sept. 27 showed multiple excavations in the lesion. A 
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tuberculin patch test on Oct. 30 was negative. The 
temperature, pulse, and respiration continued normal, 
and except for a mild cough the patient remained asympto- 
matic until Nov. 2, when rigors and fever developed 6 
days after administration of saturated solution of 
potassium iodide was begun (5 drops 3 times daily after 
meals). The drug was discontinued, but for a period of 
8 days the temperature fluctuated between 99° F. 
(37-2° C.) and 104° F. (40° C.). The white cells increased 


- to 13,400 per c.mm. with 80% neutrophils, 129% lympho- 


cytes, and 8% monocytes, and the sedimentation rate 
increased to 51 mm. per hour. Bronchoscopy revealed 
a mild degree of acute inflammatory reaction around the 
orifices of the bronchi to the left upper and lower lobe 
with no obstruction. 

The patient appeared to improve, but on Jan. 10, 1944, 
she complained of mild headache. Six days later she was 
readmitted to hospital because of severe headache, 
vomiting, and generalized aching. The symptoms 
rapidly increased and blurred vision and diplopia 
developed. Bilateral papilloedema and diminished right 
biceps reflex were present. The case was regarded now as 
one of lung malignancy with metastases in the brain. 
The presumptive diagnosis was later made of Torula 
histolytica infection of lungs and central nervous system. 
A spina! puncture on Feb. 12 revealed greatly increased 
pressure (600 mm.); the fluid was clear and contained 
180 cells per c.mm., 100 of which were interpreted as 
lymphocytes. Spinal fluid cultures, however, revealed 
a budding yeast organism typical of Torula histolytica. 
Potassium iodide administration was followed by 
diminution in the size of the pulmonary lesion radio- 
logically but there was no clinical improvement. Sulpha- 
thiazole and penicillin were given without effect. The 
neurological findings became more definite, and the 
patient died on Feb. 27, 1944. 

From the lesions found at necropsy Torula histolytica 
was obtained. The authors state that ‘‘ the basis for this 
diagnosis was the presence of a lesion in the lung 
parenchyma with inflammatory characteristics, which for 
half a year changed little in appearance and was for the 
most part asymptomatic, had resisted diagnosis by 
laboratory tests, and was followed by symptoms referable 
to the central nervous system ”’. 

[The radiographic illustrations accompanying the 
article show appearances which would usually be inter- 
preted as those of a lung abscess.] James F. Brailsford 


275. Chronic Leptomeningitis and Ependymitis Caused — 
by Ustilago, Probably U. zeae (Corn Smut). Ustilago- 
mycosis the Second Reported Instance of Human Infection 
M. Moore, W. O. RusseLL, and E. SACHS. American 
Journal of Pathology [Amer. J. Path.] 22, 761-777, July, 


1946. 14 figs., 13 refs. 


A middle-aged farm-worker was admitted to hospital 
complaining of vertigo and staggering gait; objective 
signs included Rombergism, deafness, right-sided 
nystagmus, and inco-ordination in the left arm. He died 
of bronchopneumonia shortly after ventriculography. 
His history was that 4 years previously he had had similar 
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symptoms for which cerebellar craniotomy had been 
performed. ‘“‘ Chronic cystic arachnoiditis’’ was the 
diagnosis; the wound discharged for 4 months before 
healing. The patient then returned to his work, which 
included “* husking corn ”’. 

At necropsy, apart from the pneumonic changes in 
the lungs, the viscera appeared healthy. The brain 
showed a moderate internal hydrocephalus due to block- 
age of the foramina of the fourth ventricle, while the 
leptomeninges were opaque over the cerebral lobes. The 
ventricular ependyma was finely granular. Sections 
showed diffuse chronic leptomeningitis; in the floor of 
the fourth ventricle the ependyma was replaced by a wide 
zone of chronic inflammatory granulation tissue with 
many giant cells and the branching yeast-like forms of a 
fungus; many fungus forms were intracellular. The 
brain had been fixed and a number of sections cut before 
the presence of the infecting micro-organism was revealed. 
The authors give a minute description of serial sections 
of the fungus-containing material, and conclude from the 
various morphological forms found that the fungus is 
Ustilago zeae, the cause of ** corn smut ”’. 

The clinical picture in this case is compared with those 
of ergotism and “ ustilaginism ” (a condition analogous 
to ergotism and caused by eating the infected grain). 
The mode of infection is discussed and the alimentary 
canal rather than the craniotomy wound is favoured 
as the portal of entry. W. S. Killpack 


276. Coccidioidomycosis Treated with Penicillin. Case 
Report 
W. T. ARNOLD and M. D. Levy. Southern Medical 
Journal [Sth. med. J.] 39, 609-613, Aug., 1946. 2 figs., 
7 refs. 


Coccidioidomycosis is a disease endemic in desert areas 
of the south-western United States; a small number of 
cases have been reported in the Chaco region of South 
America and the infettion may also occur in southern 
Italy. Infection is caused by inhalation of the spores of 
Coccidioides immitis carried in the wind-borne dust of 
the desert. In the primary stage of the disease the 
symptoms are chiefly referable to the lungs and may 
suggest tuberculosis. Spontaneous cure in a few months 
is almost the rule, but about 1 case in 400 or 500 is fatal— 
in the disseminated granuiomatous form of the disease, 
which has a mortality rate of over 50%. In the granulo- 
matous disease the resemblance to tuberculosis is 
intensified, and the histological picture of the lesion is 
indistinguishable from that of the tubercle, except that 
the place of the tubercle bacillus is taken by the parasitic 
“ spherule ” of C. immitis. The diagnosis is based on 
the identification of the parasite in materials from the 
lesions or in cultures from these materials. A _ pre- 
sumptive diagnosis may be based on a positive skin 
reaction to coccidioidin, if an earlier test had given a 
negative result. 

In the case described a male negro aged 32, after an 
acute illness characterized by rigors and low-grade fever 
with cough, night sweats, dull substernal pain, and 
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haemoptysis, developed a “‘ tumour ” at the hilus of the 
left lung, which was thought to be a_ bronchogenic 
carcinoma. Excision of an enlarged supraclavicular 
gland led to the diagnosis of tuberculous lymphadenitis, 
Some time later, because of a general enlargement of 
the mediastinal glands, the diagnosis was changed to 
Hodgkin’s disease, and apparent improvement followed 
a course of radiotherapy. Subsequently a subcutaneous 
granuloma developed in the scapular region and broke 
down and ulcerated. A biopsy examination of this 
tissue showed the lesion and parasite of coccidioidal 
granuloma. Reference back to the sections of the 
supposed tuberculous lymph node showed this also to be 
coccidioidal. Signs of chronic meningitis were observed 
and the patient died a year later. Necropsy was not 
allowed. Penicillin in a total dosage of 75,000 units 
intrathecally and 3,200,000 units intramuscularly had 
been given. J. T. Duncan 


277. Experimental Infection of the Larvae Anopheles 
gambiae (Dipt., Culicidae) with a Coelomormnyces 
Fungus 

J. Muspratr, Nature [Nature, Lond.] 158, 202, Aug. 
10, 1946. 4refs. . 


Macfie (1917, Rept. Accra Lab., 1916, Sect. E.7, p. 76) 
first recorded a fungus occurring in the larvae of a 
mosquito, Aédes aegypti, from West Africa. Keilin 
(Parasitology, 1921, 13, 225) subsequently described this 
organism and named it Coelomomyces stegomyiae. A 
number of later writers reported the finding of this, or 
similar fungi, in anopheline and culicine larvae captured 
in various parts of the world. Walker (Ann. trop. Med. 
Parasit., 1938, 32, 231) reviewed the literature of fungal 
infection in mosquitoes and described the finding of 
Coelomomyces in the larvae, pupae, and adults of 
A. gambiae and A. funestus at Freetown, in Sierra Leone. 
He showed that the fungus was highly pathogenic to the 
larval forms of the mosquitoes, but although he infected 
experimentally a number of clean larvae he failed to 
maintain the infection and considered it “* conceivable 
that the source of infection is present in the water but 
does not survive for long”. The fact that Coelomomyces 
is so fatal to the larval stage of disease-carrying mosquitoes 
has suggested its employment as a control measure, and 
Muspratt (Ann. trop. Med. Parasit., 1946, 40, 10) experi- 
mented along those lines, but, like Walker, failed to 
establish the infection. The present paper deals with a 
later, and more successful, attempt by the same author 
to transmit the fungus to the larvae of A. gambiae, and 
subsequently to maintain it in the breeding site of the 
larvae. The author concludes his paper as follows: 
** Although the above experiment did not prove that 
indefinite infection of A. gambiae larvae by the fungus can 
be obtained in a confined space, I feel confident that, 
given suitable climatic conditions, this would be the case. 
It will greatly facilitate a study of the life-cycle of this 
genus of fungi, with the view of finding out if it can be 
used for the biological control of this and other dangerous 
species of mosquitoes.” R. M. Gordon 
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278. Acute Rheumatism 
J. A. GLoveR. Annals of the Rheumatic Diseases (Ann. 
rheum. Dis.] 5, 126-130, June, 1946. 18 refs. ; 


The incidence of acute rheumatism among trained 
troops has always been below expectation, in spite of the 
rigours to which they have been exposed. But it does 
occur in the form of “ barrack epidemics’? among 
recruits crowded into training centres. The author 
tabulates the estimated incidence of rheumatic fever 
among troops engaged in the Crimean, American Civil, 
South African, and Great Wars, and shows that there has 
been a steady decline in incidence and severity of the 
disease. He writes: ‘* This astounding fact—that in the 
wet, the mud, and the stench of the trenches in Flanders 
in 1915 acute rheumatism was much less prevalent than 
in the high and magnificent climate of South Africa— 
seems to show that the disease had already begun its long 
decline in incidence and severity.” Such a decline has 
been found in civilian as well as in military medicine. In 
1937 the death rate from rheumatic fever was less than a 
quarter of that in the period 1891-1900. It is claimed 
that the period between the two world wars was note- 
worthy in the history of rheumatic fever, for the decline 
in incidence of the disease, for the inception of systematic 
effort to prevent its ravages, and for the support for the 
theory that it is due wholly or in part to infection by the 
Streptococcus pyogenes. : 

The theory of streptecoccal responsibility for rheu- 
matic fever has been strengthened by the “ barrack epi- 
demics ’’; these occur when adolescents are collected and 
crowded together, and present a regular cycle in which 
an epidemic of streptococcal tonsillitis is followed after 
a latent interval by an outbreak of rheumatic fever. 
Recruits are vulnerable when exposed to unaccust6med 
training and fresh strains of streptococci. In these 
epidemics there is a high carrier rate for the streptococcus. 
The author quotes a number of reports of barrack 
epidemics, and emphasizes the damage they do among 
recruits for the Services, so many of whom, once they 
have acquired the infection, have to be “ invalided 
out”’. 

The war of 1939-45 affected the civilian population to 
an unprecedented extent, but nevertheless the decline in 
incidence of rheumatic fever continued and reached a 
new low level in 1942, when the crude all-age death rate 
sank to 12-1 per million—scarcely one-half of what it 
was in 1934. Figures are given of the decline in incidence 
in Cardiff, Bristol, Leicester, and Glasgow. Military 
experience showed a similar decrease in the incidence and 
severity of cases of rheumatic fever. A comparison is 
made of the numbers of Service patients treated in mili- 
tary and E.M.S. hospitals, and the proportion of patients 
suffering from rheumatic fever among all those with 
“ rheumatism ” appeared to be approximately the same 
in both types of hospital. It seems that the number of 
men invalided from the Services for rheumatic fever has 
steadily declined through recent wars. 


The author discusses chemoprophy!axis, but points out 
that good ventilation and the avoidance of overcrowding 
are still the most important methods of preventing out- 
breaks of streptococcal disease. He quotes Cruickshank 
(Mon. Bull. Min. Hith, 1946, 5, 144), who says that while 
sulphadiazine prophylaxis seemed to help to control 
streptococcal epidemics, it had an unhappy sequel in the 
appearance of sulphonamide resistance in certain strains 
of the organism, and that prophylactic use of sulphon- 
amide drugs might be limited to children who have had 
2 attacks of rheumatic fever or have had 1 attack 
accompanied by carditis. W. Tegner 


279. The Social Pathology of Rheumatic Fever 
J. A. Ryze. Journal of the Royal Sanitary Institute 
[J. R. Sanit. Inst.] 66, 277-286, Aug., 1946. 25 refs. 


In this paper the author emphasizes the need for further 
and intensive inquiry into the social pathology of rheu- 
matic fever, and points out that “‘ compulsory notifica- 
tion . . . would greatly assist those epidemiological and 
aetiological studies upon which further development of 
preventive action must be based”. The problem of 
rheumatic fever is a large one. It has been estimated 
(Parkinson, Lancet, 1945, 2, 657) that in Great Britain 
there are at least 200,000 cases of heart disease, mostly 
rheumatic, in persons between the ages of 18 and 41. 
The annual number of deaths from this condition is 16,000, 
and the incidence of rheumatic heart disease in children 
has been variously calculated between 1 and 5%. The 
incidence in London fell from 2 to 0-77% between 1926 
and 1937. A further drop may be expected to result 
from the improved housing scheme envisaged by the 
Government. 

Rheumatic fever may be regarded as “‘ a specific type 
of response occurring at a susceptible age in the case of 
individuals having an inborn or acquired sensitivity to a 
common agent—an agent which, in most persons, pro- 
vokes a local reaction only, or produces other types of 
general response”. There is accumulating evidence that 
Streptococcus pyogenes is the infective agent. Sore 
throats commonly precede the attack, epidemics of 
streptococcal sore throat have frequently been accom- 
panied by epidemics of rheumatic fever, and, lastly, 
sulphonamides have been shown to have a valuable 
prophylactic effect in preventing recurrences. Rheu- 
matic heart disease has “a strong correlation with 
poverty or, rather, with a complex of adverse circum- 
stances which accompany poverty”’’. Of these circum- 
stances overcrowding is probably the most important. 
This is supported by the fact that outbreaks of strepto- 
coccal sore throat and rheumatic fever occur in boarding 
schools, barracks, and training ships where nutrition is 
satisfactory and opportunities for open-air exercise 
plentiful. Further study is required to elicit the relative 
importance of defective ventilation, defective light, dust, 
and other factors connected with poverty, such as damp, 
bad housing conditions, and poor nutrition. There are 
certain difficulties in connexion with notification. First, 
the diagnosis of rheumatic fever may be difficult. Then 
there are the questions whether second attacks should 
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be reported and whether a rheumatic lesion discovered for 
the first time in a child or adolescent in the absence of 
reactivation should be notified. It is suggested that all 
cases of juvenile rheumatism and chorea, of acute carditis 
and valvular disease should be notified locally and 
centrally; that all secondary attacks shouid be notified 
locally to ensure full use of consultant and social services; 
and that old-established rheumatic heart disease not 
recently reactivated and seen for late cardiac symptoms 
should not be notified. H. A. Burt 


280. Laboratory and Clinical Criteria of Rheumatic 
Carditis in Children ; 

L. M. TARAN. Journal of Pediatrics [J. Pediat.] 29, 77- 
89, July, 1946. 1 fig., 24 refs. 


The essence of this paper is an assessment of the value 
of the various diagnostic criteria as a measure of con- 
tinued activity in rheumatic carditis. 

A group of 200 boys and girls, ranging in age from 
6 to 14 years, was studied. They were observed from 
the beginning of an attack of rheumatic carditis to the 
end of the active process and for at least 6 months after 
the end of the active period. The only treatment was 
good nursing, balanced diet, and moderate amounts of 
synthetic vitamins. Occasionally the patient was given 
small doses of salicylates for arthralgia. In each case 
a complete clinical and laboratory examination was 
carried out as well as a cardiographic and immunologic 
investigation. 

Leucocytosis.—One out of 10, no leucocytosis at all; 
9 out of 10, continued leucocytosis for the first 2 weeks; 
7 out of 10, continued leucocytosis at end of fourth week. 
At the end of 7 weeks there was no leucocytosis in any 
case. All cases with a leucocytosis showed clinical 
rheumatic activity, and 9 out of 10 continued to show 
clinical rheumatic activity when the leucocytosis had 
disappeared. 

Fever.—Fever as a manifestation of cessation of rheu- 
matic activity is not borne out in this series; the average 
febrile period was 6 weeks. 

A-V Conduction.—In this series a prolonged P-R interval 
in a rheumatic child in the absence of other laboratory 
or clinical evidence was not found a safe index of con- 
tinued rheumatic activity, and the return to a normal 
conduction time did not always mean cessation of 
activity. 

Pulse Rate.—This was found to be an adequate index 
of cessation of activity. There was no correlation 
between pulse rate and temperature. The rate was 
highest during the first 3 weeks of the disease and was as 
high as 140, and no case showed a drop to below 100 
before the end of the ninth week. 

Sedimentation Rate.—This was found not to be as 
reliable a guide as is commonly believed. Many cases 
showed a still active rheumatic condition with a 
normal sedimentation rate. At the end of 16 weeks a 
number of cases with no clinical evidence of activity had 
a slightly elevated sedimentation rate. 

Weight Gain.—This also was not found to be an index 
of quiescence. At the end of 74 months all the children 


had reached a normal weight gain level, yet 40% still 
showed mild rheumatic activity. 

Haemoglobin.—All cases showed a moderately severe 
anaemia to start with, the haemoglobin ranging from 7 to 
9 g.; in 2 children it was as low as.5 g._ It was only after 
32 weeks that all the cases returned to 12-5 g. or more, 
However, 40% still showed clinical rheumatic activity 
after the haemoglobin was normal. 

Vital Capacity.—In this series vital capacity proved to 
be the most sensitive single index, all the children having 
a vital capacity of 40% or less below normal for age and 
body surface. None reached the normal again until 16 
weeks after the onset of the carditis. This index also 
failed as a specific diagnostic measurement because some 
children continued to have clinical evidence of disease 
although the vital capacity was normal. 

The relation between clinical activity and various tests 
is indicated in a table. The author points out that active 
rheumatic disease must be suspected when there is a 
tendency to fatigue without cardiac insufficiency, emo- 
tional instability, and marked pallor. Tachycardia with 
a tumultuous rhythm, and a gallop rhythm with rapid 
or slow cardiac rate are looked upon as evidence of 
rheumatic carditis, and their absence as auscultatory 
evidence that carditis is atan end. However, the author 
finds that these criteria are inadequate in diagnosing 
mild smouldering carditis. Rest in bed is considered the 
treatment par excellence. Richard Sands 


281. Sudden Death in Rheumatic Fever 

G. C. GrirFitH and R. W. HUNTINGTON. Annals of 
Internal Medicine [Ann. intern. Med.] 25, 283-292, Aug., 
1946. 13 figs., 3 refs. 


The clinical and pathological details are recorded of 
3 cases of sudden death seen during 18 months’ experience 
with over 7,000 cases of rheumatic fever at a U.S. Naval 
hosfital. These cases showed an abrupt cessation of 
the heart-beat as distinguished from that of a gradual 
failure, but the mechanism is not understood. There is 
usually, as in these cases, evidence of cardiac disease. 
Acute functional vascular changes, perhaps in part 
referable to the autonomic system, of the type of an 
acute hyaline thrombosis, have been considered, while 
related investigations upon anaphylaxis have shown 
somewhat similar phenomena and are noteworthy as 
being distinguished with difficulty from those of arterio- 
sclerosis. 

The 3 cases reported were all in young persons between 
20 and 30 years of age. The pathological evidence shows 
some parallelism to an acute anaphylactic phenomenon. 
The microscopical lesions leave little doubt that rheumatic 
fever played some part, but special note is made of the 
sclerotic and atheromatous plaques at the base of the 
aorta, in the aortic valves, and in the coronary arteries. 
The suggestion is made that the sudden death is inti- 
mately connected with a sudden coronary occlusion by 
an anaphylactic oedema or by the accumulation of a 
relatively homogeneous non-cellular material. 

Detailed pathological descriptions and photomicro- 
graphs demonstrate the occlusion of the coronary 
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arterial system, associated with areas of focal oedema, 
cellular infiltration, and fibrosis, although in one case 
accumulation of a relatively homogeneous extracellular 
material within the coronary arteries was noted. Photo- 
micrographs also show calcification at the base of an 
aortic valve as a feature of the arteriosclerotic changes 
in all these cases, despite their youth. In none of 
these patients was there any reason to expect sudden 
death. One was convalescent, as there was a normal 
electrocardiograph and no signs of rheumatic activity. 
A second died following tonsillectomy under local 
analgesia when convalescent enough to undergo the 
operation; while the third had an active but very mild 
attack of rheumatic fever. Harry Coke 


282. Interference Dissociation—an Early Finding in 
Acute Rheumatic Fever 

A. G. BarTLeTT. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 211, 686-693, June, 1946. 
6 figs., 16 refs. * . 


In cases of marked sinus arrhythmia or sinus brady- 
cardia, the A-V node or the ventricles may take up the 
function of pacemaker and initiate an impulse. This is 
known as nodal or ventricular escape, and a series of 
such beats as dissociation. Sinus impulses may now find 
the A-V node or ventricular musculature in a refractory 
state: hence the term “interference”. Auricles and 
ventricles beat independently, the ventricular rate being 
equal to or greater than that of the auricles. Inter- 
ference dissociation can be diagnosed only by the electro- 
cardiograph, and is distinguished from heart-block by 
this relation of auricular and ventricular rates. Where 
sinus impulses arrive when tissues are not refractory the 
phenomenon disappears, and the whole picture is there- 
fore one of seemingly complete auriculo-ventricular 
dissociation interspaced with beats of sino-auricular 
origin. The condition is a symptomless disturbance, and 
is usually regarded merely as an expression of increased 
vagal tone. 

Of 32 cases of acute rheumatic fever seen during the 
past 2 years case histories are reported of 4 which had 
electrocardiographic findings of interference dissociation 
as an early though transitory event. The disturbance 
in no case lasted longer than 5 days. In one it is shown 
to disappear after exercise and after administration of 
atropine, demonstrating the part played by the vagus in 
its production. There have been few previous reports 
of the condition in rheumatic fever: in one the occurrence 
is recorded in 14 of 200 cases; in another in 6 of 100 cases. 
The author believes that the disturbance must at times 
be a manifestation of a morbid state of the heart muscle. 

Kenneth Stone 


283. Infectious Mononucleosis. A Consideration of the 
Complications and a Preliminary Report on the Use of 
Penicillin in this Disease 

F. T. Joyce. Archives of Internal Medicine [Arch. intern. 
Med.) 78, 49-63, July, 1946. 3 figs., 16 refs. 


The diagnosis of infectious mononucleosis (I.M.) is 
often difficult in view of the vague and ambiguous 
symptoms and signs, and may be missed through lack of 
adequate facilities for carrying out repeated blood counts 
and the Paul-Bunnell test. Errors are likely to 
occur with such conditions as acute tonsillitis, Vincent’s 
angina, and, when jaundice is present, with infective 
hepatitis. The author reviewed 10,000 consecutive 
admissions to a U.S. Army hospital for possible errors 
in diagnosis. Of the 10,000 cases 307 were diagnosed 
as acute follicular or ulcerative tonsillitis, 52 as 
Vincent’s angina, and 25 as infective hepatitis. Blood 
counts had been done in 175 of the 307 cases of tonsillitis, 
and of these 15 could be regarded as suggestive of I.M. 
In none of them, however, had a Paul-Bunnell test been 
carried out. Of the 52 cases of Vincent’s angina leuco- 
cyte counts were available in 33, and of these 2 were 
suggestive of I.M.; and among the 25 cases of infective 
hepatitis 4 were suggestive. Of the 10,000 cases admitted 
31 were already diagnosed as cases of infectious mono- 
nucleosis; in all but one the diagnosis was confirmed by 
the Paul-Bunnell test. Of these patients 11 had acute 
tonsillitis and 8 ulcerative pharyngitis. Swabs and 
cultures revealed Vincent’s organisms in 10 cases, haemo- 
lytic streptococci in 3, and non-haemolytic streptococci 
in 2. Eight patients with throat complications received 
an adequate course of sulphadiazine, and 3 of these 
responded satisfactorily ; the response in the others was 
equivocai. Four patients with severe throat manifesta- 
tions and high temperature were treated with penicillin— 


-3-hourly intramuscular injections of 20,000 units, to a 


total of 160,000-460,000 units. In 3 of these there 
was dramatic improvement within 12 to 24 hours in 
symptoms, temperature, and the appearance of the throat; 
in the fourth the temperature became normal within 3 
days while the local manifestations took 6 more days 
to subside. Three of these 4 cases are reported in 
extenso. 

In the recent literature there is a consensus that 
penicillin is ineffective in ILM. The effect of penicillin 
in the reported cases may find its explanation in the 
assumption that acute tonsillitis and ulcerative pharyn- 
gitis, in contrast to the simple sore throat which is very 
common in I.M., constitute a complication and are not a 
manifestation of the disease per se. The use of penicillin 
in such complications is therefore strongly advocated. 

B. Samet 
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History of Medicine 


284. Arabian Ophthalmology 
W. B. I. Pottock. British Journal of Ophthalmology 
(Brit. J. Ophthal.] 33, 445-456, Aug., 1946. 8 refs. 


285. The Influence of the Concept of Monomania on 
French Medico-Legal Psychiatry (from 1825 to 1840) 

R. pe Saussure. Journal of the History of Medicine 
[J. Hist. Med.] 1, 365-397, July, 1946. 25 refs. 


286. Students of Physic and Astrology. A Survey of 
Astrological Medicine in the Age of Science 

H. G. Dick. Journal of the History of Medicine {[J. 
Hist. Med.} 1, 419-433, July, 1946. 


287. Government and Science in the United States: 
Historical Backgrounds. III. The. Smithsonian Institu- 
tion 

M. E. PickarD. Journal of the History of Medicine {J. 
Hist. Med.) 1, 446-481, July, 1946. 


288. Johann Heinrich Hottinger’s Krystallologia (1698). 
(Die Krystallologia von Johann Heinrich Hottinger 
(1698)) 

P. Veréffentlichungen der Schweizerischen 
Gesellschaft fiir Geschichte der Medizin und der Natur- 
wissenschaften [Verdff. schweiz. Ges. Gesch. Med. Naturw.] 
14, 1-110, 1946. 2 figs., 15 refs. 


289. Regulations for Midwives in Augsburg, 1750. 
(Die Augsburger erneuerte Hebammenordnung von 
1750) 

P. JUNG. Gesnerus [Gesnerus] 3, 134-146, 1946. 


290. Medicine and the Church. I. The Bases of 
Primitive Ecclesiastical Medicine. (La médecine et 
l’Eglise. I. Les fondements de la médecine ciéricale 
primitive) 

P. DeLtaunay. Scalpel [Scalpel, Liege] 99, 469-478, 
493-504; Aug. 30 and Sept. 10, 1946. 90 refs. 


291. Before and After Morton. A Historical Survey of 
Anaesthesia 

E. A. UNpDERWoop. British Medical Journal [Brit. med. 
J.) 2, 525-531, Oct. 12, 1946. 11 figs., 33 refs. 


292. The History and Development of Anaesthetic 
Apparatus 


A. C. Kinc. British Medical Journal [Brit. med. J.] 2, 


536-539, Oct. 12, 1946. 18 figs. 


293. The Evolution of Intubation 
J. O'Dwyer. Archives of Pediatrics [Arch. Pediat.) 63, 
403-413, Aug., 1946. 
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294. Some Historical Data Relating to the Discovery of 


. the Roentgen Rays 


L. E. Etter. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 56, 220-231, 
Aug., 1946. 8 figs., 22 refs. 


295. The Introduction of Ether and Chloroform to 
Dublin 

J. D. H. Wippess. Irish Journal of Medical Science 
[Irish J. med. Sci.] 649-655, Oct., 1946. 6 refs. 


MEDICAL BIOGRAPHY 


296. Johannes Gessner (1709-1790). (Johannes Gess- 
ner (1709-1790)) 
B. MILT. Gesnerus [Gesnerus] 3, 103-124, 1946. 1 ref. 


297. Bernardini Ramazzini—His Life, Deeds and Book 
R. T. Lecce. Industrial Medicine |Industr. Med.] 15, 
468-472, Aug., 1946. 22 refs. 


298. Caleb Hillier Parry 
D. C. L. Firzwitiiams. Medical World [Med. World] 
65, 44-47, Aug. 23, 1946. 


299. Benjamin Waterhouse (1754-1846) 
J. C. Trent. Journal of the History of Medicine {J. 
Hist. Med.] 1, 357-364, July, 1946. 1 fig., 11 refs. 


300. The Strange Fame of Demetrio Canevari, Philo- 
sopher and Physician, Genoese Patrician (1559-1625) 

G. SARTON. Journal of the History of Medicine |J. Hist. 
Med.] 1, 398-418, July, 1946. 7 figs., 18 refs. 


301. ‘Miguel Servet. (Miguel Servet y sus monumentos) 
G. Fotcu. Farmacoterapia Actual |Farmacoter. Actual] 
3, 462-467, July, 1946. 7 figs., 3 refs. 


302. Anne Home Hunter and Her Friends 
J. M. OPPENHEIMER. Journal of the History of Medicine 
[J. Hist. Med.] 1, 434-445, July, 1946. 17 refs. 


303. Jerome Cardan 
J. ECKMAN. Bulletin of the History of Medicine [Bull. 
Hist. Med.] Suppl. 7, 1-120, 1946. 335 refs. 


304. The Personality of William Beaumont 

R. E. ScHLUETER. Journal of the Missouri State Medical 
Association [J. Mo. med. Ass.] 43, 616-624, Sept., 1946. 
22 refs. 
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